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(PTZ), one of the convulsant drugs (Shimizu-Nishikawa et al. y 1995, Brain Res Mol Brain 
Res28(2):20l-10, PMID: 7723619). Thus, SEZ-6 protein encoded by this gene may also 
play a role in brain seizure. 

In addition, moderate to low levels of expression of this gene is also seen in three 
5 lung cancer cell lines and two of the glioma cell lines. Therefore, expression of this gene 
may be used as diagnostic marker to detect lung cancer and glioma. Furthermore, 
modulation of this gene or its protein product through the use of antibody or protein 
therapeutics, may be useful in the treatment of lung cancer and glioma. 

Panel 2D Summary: Ag2795/Ag2807 Two experiments with same probe and 
10 primer sets are in excellent agreement with highest expression of this gene detected in liver 
cancer 1026 sample (CTs=31 .3). In addition, moderate to low levels of expression of this 
gene is also seen in a lung cancer and a liver cancer (6005-T). Expression of this gene is 
higher in cancer as compared to corresponding adjacent normal tissue (CTs>37). Thus, 
expression of this gene may be used to distinguish between normal and cancer samples and 
1 5 as diagnostic marker to detect lung and liver cancer. In addition, therapeutic modulation of 
this gene through the use of antibodies may be useful in the treatment of these cancers. 

Panel 4.1D Summary: Ag70l7 Low levels of expression of this gene is restricted 
to TNF alpha and LPS stimulated neutrophils (CT=34.4). Therefore, expression of this gene 
may be used to distinguish this sample from other samples in the panel. This expression 

20 profile suggest that the protein encoded by this gene is produced by activated neutrophils 
but not by resting neutrophils. Therefore, therapeutic modulation of this gene product 
through the use of antibodies or small molecule drug may reduce activation of these 
inflammatory cells and be useful to reduce or eliminate the symptoms in patients with 
Crohn's disease, ulcerative colitis, multiple sclerosis, chronic obstructive pulmonary 

25 disease, asthma, emphysema, rheumatoid arthritis, lupus erythematosus, or psoriasis. In 
addition, small molecule or antibody antagonists of this gene product may be effective in 
increasing the immune response in patients with AIDS or other immunodeficiencies. 

Panel 4D Summary: Ag2807 Highest expression of this gene is detected in 
astrocytes (CTs=33). Thus expression of this gene may be used to distinguish astrocytes 
30 from other samples in this panel. In addition, low but significant levels of expression of this 
gene is also seen in normal tissue represented by colon and kidney. Therefore, therapeutic 
modulation of this gene may be useful in the treatment of autoimmune and inflammatory 
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diseases affecting brain, colon and kidney such as lupus erythematosus, Crohn's disease, 
and ulcerative colitis. 

general oncology screening panel_v_2.4 Summary: Ag2795 Expression of this 
gene is low/undetectable (CTs > 35) across all of the samples on this panel (data not 
5 shown). 

AH. CG52919-05 and CG52919-06: SEZ-6-Like Protein 
(7520500-54-4). 

Expression of gene CG529I9-05 and CG529 19-06 was assessed using the primer- 
probe sets Ag2796, Ag90 and Agl24, described in Tables AHA, AHB and AHC. Results of 
10 the RTQ-PCR runs are shown in Tables AHD, AHE, AHF and AHG. Note that probe- 
primer sets Ag2796 and Agl24 are specific for the CG52919-05 variant. Also, Note that 
CG52919-06 represents a full-length physical clone. 


Table AHA . Probe Name Ag2796 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5' -cctacaaccgcattaccataga- 
3 ' 

22 

1670 

399 

Probe 

TET-5 • - 

tcagcgtttgacaatccaacttacga 
-3 * -TAMRA 

26 

1693 

400 

Reverse 

5' -gtctcctgcaaaggaaagagat- 
3 • 

22 

1725 

401 


Table AHB . Probe Name Ag90 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -ttggcctggactgcttcttc-3 ' 

20 

977 

402 

Probe 

TET- 5 ' - 

catctctgtctaccctggctatggcgtg 
- 3 1 -TAMRA 

28 

999 

403 

Reverse 

5 • -aggctgatattctggaccttgatt- 
3 ' 

24 

1029 

404 


1 5 Table AHC . Probe Name Ag 1 24 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 • -cgcccctacaaccgcat-3 • 

17 

1666 

405 
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Probe 

TET- 5 * - ' 
ccatagagtcagcgtttgacaatccaactt 
acg-3 1 -TAMRA 

33 

1685 

406 

Reverse 

5* -ctgcaaaggaaagagatccagtc-3 ' I 

23 

1719 

407 


Table AHD . Panel I 


Tissue Name 

Rel. Exp.(%) 
Agl24, Run 
87587871 

Rel. Exp.(%) 
Ag90, Run 
87586258 

Tissue Name 

Rel. 

Exp.(%) 
Agl24, Run 
87587871 

Rel. 

Exp.(%) 
Ag90, Run 
87586258 

Endothelial cells 

0.0 

0.0 

Renal ca. 786-0 

0.0 

0.0 

Endothelial cells 
(treated) 

0.0 

0.0 

Renal ca A49R 

00 

0.0 

Pancreas 

0.1 

0.1 

Renal ca. RXF 393 

0.0 

0.0 

Pancreatic ca. 
CAPAN 2 

0.0 

0.0 

Renal ca. ACHN 

0.0 

0.0 

Adrenal gland 

0.0 

0.0 

Renal ca. UO-31 

0.0 

0.0 

i nyroiQ 


V.Kj 

txenai ca. i is.- 1 u 

n n 
u.u 

r\ n 
u.u 

Salivary gland 

0.0 

0.0 

Liver 

0.0 

0.0 

Pituitary gland 

0.0 

0.0 

Liver (fetal) 

0.0 

0.0 

Brain (fetal) 

25.3 

37.1 

Liver ca. 

(hepatoblast) HepG2 

0.0 

0.0 

Brain (whole) 

24.0 

22.5 

Lung 

0.0 

0.0 

Brain (amygdala) 

26.2 

24.8 

Lung (fetal) 

0.0 

0.0 

Brain (cerebellum) 

100.0 

100.0 

Lung ca. (small cell) 
LX-1 

0.0 

0.0 

Brain (hippocampus) 

21.6 



29.5 

Lung ca. (small cell) 
NCI-H69 

43.5 

33.7 

Brain (substantia 
nigra) 

7.7 

7.6 

Lung ca. (sxell var.) 
SHP-77 

0.0 

0.0 

Brain (thalamus) 

20.0 

13.7 

Lung ca. (large 
cell)NCI-H460 

0.0 

0.0 

Brain ] 
(hypothalamus) 

8.4 

7.7 

Lung ca. (non-sm. 
cell) A549 

0.0 

0.0 

Spinal cord 

1.8 

1.4 

Lung ca. (non-s.cell) 
NCI-H23 

0.0 

0.0 
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glio/astro U87-MG 

0.0 

0.0 

Lung ca. (non-s.cell) 
HOP-62 

0.0 

0.0 

glio/astro U-118-MG 

0.0 

0.0 

Lung ca. (non-s.cl) 
NCI-H522 

0.0 

0.0 

SW1783 

0.0 

0.0 

Lnnpca faonam ^ 
SW 900 

0.0 

0.0 

npiirn*" mpt ^»K-NI- 

AS 

0.0 

0.4 

NCI-H596 

26.8 

20.0 

astrocytoma SF-539 

0.0 

0.0 

Mammary gland 

0.0 

0.1 i 

astrocytoma SNB-75 

0.0 

0.0 

Breast ca.* (plef) 
MCF-7 

0.0 

0.0 

glioma SNB-19 

2.1 

1.8 

Breast ca.* (pl.ef) 
M DA -MB -231 

0.0 

0.0 

glioma U251 

0.5 

0.4 

Breast ca.* (pi. ef) 
T47D 

0.0 

0.0 

glioma SF-295 

0.0 

0.0 

Breast ca. BT-549 

0.0 

0.0 

Heart 

0.0 

o.o : 

Breast ca. MDA-N 

0.0 

0.0 

Skeletal muscle 

0.0 

0.0 

Ovary 

0.0 

0.0 

Bone marrow 

0.0 

0.0 

Ovarian ca. 
OVCAR-3 

0.0 

0.0 

Thymus 

0.0 

0.1 ; 

Ovarian ca. 
OVCAR-4 

0.0 

0.0 

Spleen 

0.0 

0.0 

Ovarian ca. 
OVCAR-5 

0.0 

0.0 

Lymph node 

0.0 

0.0 

Ovarian ca. 
OVCAR-8 

0.0 

0.0 

Colon (ascending) 

0.0 

0.1 

Ovarian ca. 1GROV- 
1 

0.0 

0.0 

Stomach 

0.0 

0.1 

Ovarian ca. (ascites) 

orv ~\j v j 

0.0 

0.0 

Small intestine 

0.5 

0.3 

Uterus 

0.0 

0.0 

Colon ca. SW480 

0.0 

0.0 

Placenta 

0.0 

0.0 

Colon ca.* SW620 
(SW480 met) 

0.0 

0.0 

Prostate 

0.0 

0.0 

Colon ca. HT29 

0.0 

0.0 

Prostate ca.* (bone 
met) PC-3 

0.0 

0.0 

Colon ca. HCT-116 

0.0 

0.0 

Testis 

1.0 

1.3 
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Colon ca. CaCo-2 

0.0 

0.0 

Melanoma 
Hs688(A).T 

0.0 

0.0 

Colon ca.HCT- 15 

0.0 

0.0 

Melanoma* (met) 
Hs688(B).T 

0.0 

0.0 

Colon ca. HCC-2998! 

0.0 

0.0 

Melanoma UACC- 
62 

0.0 

0.0 

Gastric ca. * (liver 
met) NCI-N87 

0.0 

0.0 

Melanoma M 14 

0.0 

0.0 

Bladder 

0.0 

0.0 \ 

Melanoma LOX 
IMVI 

0.0 

0.0 

Trachea 

0.0 

0.0 

Melanoma* (met) 
SK-MEL-5 

0.0 

0.0 

Kidney 

0.0 

0.0 

Melanoma SK- 
MEL-28 

0.0 

0.0 

Kidney (fetal) 

0.0 

0.0 





Table AHE. Panel 1.3D 


Tissue Name 

Rel. Exp.(%) 
Ag2796, Run 
165527192 

Tissue Name 

Rel. Exp.(%) 
Ag2796, Run 
165527192 

Liver adenocarcinoma 

0.0 

Kidney (fetal) 

0.0 

Pancreas 

0.0 

Renal ca. 786-0 

0.0 

Pancreatic ca. CAPAN 2 

0.0 

Renal ca. A498 

0.4 

Adrenal gland 

0.2 

Renal ca. RXF 393 

0.0 

Thyroid 

0.0 

Renal ca. ACHN 

0.2 

Salivary gland 

0.0 

Renal ca. UO-3 1 

0.0 

Pituitary gland 

10.0 

Renal ca. TK-IO 

0.0 

Brain (fetal) 

100.0 

Liver 

0.0 

Brain (whole) 

65.1 

Liver (fetal) 

0.0 

Brain (amygdala) 

76.8 

Liver ca. (hepatoblast) 
HepG2 

0.0 

Brain (cerebellum) 

76.8 

Lung 

0.0 

Brain (hippocampus) 

51.4 

Lung (fetal) 

0.0 

Brain (substantia nigra) 

11.7 

Lung ca. (small cell) LX-I 

0.0 

Brain (thalamus) 

70.2 

Lung ca. (small cell) NCI- 
H69 

23.8 


501 


WO 03/023008 


PCT/US02/28596 

\ 


Cerebral Cortex 

37.9 

Lungca. (s.cell var.)SHP- 
77 

21.6 

Spinal cord 

3.5 

Lung ca. (large cell)NCI- 
H460 

0.6 

glio/astro U87-MG 

0.0 

Lung ca. (non-sm. cell) 
A549 

0.0 

glio/astro U-118-MG 

0.1 

Lung ca. (non-s.cell) NCI- 
H23 

0.0 

astrocytoma SW1783 

0.0 

Lung ca. (non-s.cell) 
HOP-62 

0.0 

neuro*; met SK-N-AS 

0.4 

Lung ca. (non-s.cl) NCI- 
H522 

0.0 

astrocytoma SF-539 

0.0 

Lung ca. (squam.) SW 
900 

0.1 

astrocytoma SNB-75 

0.0 

Lung ca. (squam.) NCI- 
H596 

35.8 

glioma SNB-I9 

3.2 

Mammary gland 

0.0 

glioma U251 

4.3 

Breast ca.* (pl.ef) MCF-7 

0.0 


0 0 

Breast ca.* (pl.ef) MDA- 
MB-231 

0 1 

Heart (fetal) 

0.0 

Breast ca.* (pl.ef) T47D 

0.0 

Heart 

0.0 

Breast ca. BT-549 

0.1 

Skeletal muscle (fetal) 

— ■ -—-nr. 

2.3 

Breast ca. MDA-N 

0.0 

Skeletal muscle 

0.0 

.-m — « 

Ovary 

0.0 

Bone marrow 

0.0 

Ovarian ca. OVCAR-3 

0.0 

Thymus 

0.0 

Ovarian ca. OVCAR-4 

0.0 

Spleen 

0.1 

Ovarian ca. OVCAR-5 

0.1 

I vmnh nrtHp 

0 "? 

Ovarian ca OVPAR-8 

wai laii W. \J v \^r\ IN. O 

0 0 

Colorectal 

0.0 

Ovarian ca. IGROV-I 

0.0 

Stomach 

0.1 

Ovarian ca.* (ascites) SK- j 
OV-3 

0.0 

Small intestine 

0.6 

Uterus 

0.1 

Colon ca. SW480 

0.0 

Placenta 

1.9 

Colon ca.* 
SW620(SW480 met) 

0.0 

Prostate 

0.0 


502 


WO 03/023008 


PCT/US02/28596 


Colon ca. HT29 

0.0 

Prostate ca.* (bone 
met)PC-3 

0.0 

ft f l^^T* 1 1 f 

Colon ca. HCT-1 16 

3.3 

Testis 

2.0 

Colon ca. CaCo-2 

0.0 

Melanoma Hs688(A).T 

0.0 

Colon ca. 
tissue(OD03&66) 

0.0 

Melanoma* (met) 
Hs688(B).T 

0.0 

Colon ca. HCC-2998 

0.0 

Melanoma UACC-62 

0.0 

Gastric ca.* (liver met) 
NCI-N87 

0.0 

Melanoma M 14 

0.0 

Bladder 

0.0 

Melanoma LOX IMV! 

0.0 

Trachea 

0.0 

Melanoma* (met) SK- 
MEL-5 

0.0 

Kidney 

0.0 

Adipose 

0.0 


Table AHF. Panel 2D 


Tissue Name 

Rcl. Exp.(%) 
Ag2796, Run 
162570140 

Tissue Name 

Rel. Exp.(%) 
Ag2796, Run 
162570140 

Normal Colon 

26.6 

Kidney Margin 8120608 

0.0 

CC Well to Mod Diff 
(OD03866) 

0.0 

Kidney Cancer 8120613 

0.0 

CC Margin (OD03866) 

4.2 

Kidney Margin 8120614 

1.7 

CC Gr.2 rectosigmoid 
(OD03868) 

0.0 

Kidney Cancer 901 0320 

3.5 

CC Margin (OD03868) 

0.7 

Kidney Margin 9010321 

3.7 

CC Mod Diff(ODO3920) 

0.0 

Normal Uterus 

3.7 

CC Margin (ODO3920) 

13.1 

Uterus Cancer 064011 

6.0 

CC Gr.2 ascend colon 
(OD0392I) 

4.8 

Normal Thyroid 

0.0 

CC Margin (OD03921) 

5.1 

Thyroid Cancer 064010 

0.0 

CC from Partial 
Hepatectomy (ODO4309) 
Mets 

8.5 

Thyroid Cancer 
A302I52 

3.5 

Liver Margin (ODO4309) 

0.0 

Thyroid Margin 
A302153 

0.0 

Colon mets to lung 
(OD04451-01) 

0.0 

Normal Breast 

4.5 
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Lung Margin (OD0445 1 -02) 

1.1 

Breast Cancer 

1.8 

Normal Prostate 6546-1 

17.6 

Breast Cancer 
ff)D04S90-0n 

3.0 

Prostate Cancer (OD044 1 0) 

12.3 

Ul CdoL V^dllttl IVJClo 

(OD04590-03) 

6.3 

Prostate Margin (OD044 1 0) 

6.2 

D I Cool \-,ai ll^CI IVIClcOlao f o 

(OD04655-05) 

9.2 

Prostate Cancer (OD04720- 
01) 

11.5 

Breast Cancer 064006 

2.3 

Prostate Margin (OD04720- 
02) 

18.3 

Breast Cancer 1024 

4.3 

Normal Lung 06 1010 

2.0 

Breast Cancer 91 00266 

4.1 

Lung Met to Muscle 
(OD04286) 

0.0 

Breast Margin 9100265 

0.0 

Muscle Margin (OD04286) 

0.7 

Breast Cancer A209073 

3.0 

Lung Malignant Cancer 
(OD03126) 

i n 

RrAact Mnroin A 9flQH7'\ 

DicaM iviargin mzuvu/j 

V/. / 

Lung Margin (OD03 126) 

2.1 

Normal Liver 

0.0 

Lung Cancer (OD04404) 

1.8 

Liver Cancer 064003 

0.0 

Lung Margin (OD04404) 

2.1 

Liver Cancer 1025 

3.7 

Lung Cancer (OD04565) 

5.6 

Liver Cancer 1026 

95.9 

Lung Margin (OD04565) 

0.0 

Liver Cancer 6004-T 

0.0 

Lung Cancer (OLH)4237-U 1 ) 

A O A 

Liver 1 issue 6004-N 

7.2 

Lung Margin (OD04237-02) 

0.0 

Liver Cancer 6005-T 

100.0 

Ocular Mel Met to Liver 
(ODO4310) 

2.8 

Li ver Tissue 6005-N 

0.0 

Liver Margin (ODO4310) 

0.0 

Normal Bladder 

8.8 

Melanoma Mets to Lung 
(OD0432I) 

1.3 

Bladder Cancer 1023 

0.0 

Lung Margin (OD04321) 

21.6 

Bladder Cancer A302173 

1.5 

Normal Kidney 

6.9 

Bladder Cancer 
(OD047 18-01) 

1.8 

Kidney Ca, Nuclear grade 2 
(OD04338) 

6.4 

Bladder Normal 
Adjacent (OD047 18-03) 

2.8 

Kidney Margin (OD04338) 

2.0 

Normal Ovary 

4.9 
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ixiuncy v^d iNULicdr giduc 
1/2(OD04339) 

0.9 

Ovarian Cancer 064008 

3.6 

Kidney Margin (OD04339) 

3.0 

Ovarian pQiirpr 

(OD04768-07) 

2.5 

i\.ianey L,a, L.iear ceii type 
(OD04340) 

3.0 

wvdry ividrgin 
(OD04768-08) 

0.0 

isjuney iviargin {kjukj^j^v) 


iNormai otomacn 

j. / 

Kidney Ca, Nuclear grade 3 

0.7 

Gastric Cancer 9060358 

0.6 

Kidney Margin (OD04348) 

2.5 

Stomach Margin 

4.8 

Kirln^v Cancer f 0004699- 

01) 

0.8 

Gastric Cancer 9060395 

1.8 

Kidney Margin (OD04622- 
03) 

0.0 

Stomach Margin 
9060394 

1.0 

Kidney Cancer (OD04450- 
01) 

3.9 

Gastric Cancer 9060397 

0.0 

Kidney Margin (OD04450- 
03) 

2.2 

Stomach Margin 
9060396 

1.0 

Kidney Cancer 8120607 

0.8 

Gastric Cancer 064005 

5.3 


Table AHG. Panel 4D 


Tissue Name 

ReL Exp.(%) 
Ag2796, Run 
162292586 

Tissue Name 

ReL Exp.(%) 
Ag2796, Run 
162292586 

Secondary Thl act 

4.3 

HUVECIL-lbeta 

0.0 

Secondary Th2 act 

8.9 

HUVEC I FN gamma 

8.1 

Secondary Trl act 

0.0 

HUVEC TNF alpha + IFN 
gamma 

4.7 

Secondary Thl rest 

0.0 

HUVEC TNF alpha + IL4 

0.0 

Secondary Th2 rest 

0.0 

HUVEC IL-II 

4.2 

Secondary Trl rest 

4.7 

Lung Microvascular EC none 

3.7 

Primary Thl act 

6.2 

Lung Microvascular EC 
TNFalpha + IL-lbeta 

3.7 

Primary Th2 act 

0.0 

Microvascular Dermal EC 
none 

9.9 

Primary Trl act 

4.0 

Microsvasular Dermal EC 
TNFalpha + IL-lbeta 

4.2 
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Primary Thl rest 

4.1 

Bronchial enithelinm 
TNFalpha+ 1 LI beta 

0.0 

Primary Th2 rest 

0.0 

Small airway epithelium none 

0.0 

Primary Trl rest 

0.0 

^mall rurwJiv pnithplinm 
OHiciii all wciy cpiLllCIIUIII 

TNFalpha + IL-lbeta 

0.0 

lymphocyte act 

8.2 

Coronery artery SMC rest 

0.0 

lymphocyte act 

6.0 

TNFalpha + IL-lbeta 

0.0 

LJO iyiIipilUL>yiC awl 

0.*T 



Secondary CD8 
lyinpnocyic fcm 

0.0 

Astrocytes TNFalpha + IL- 
I beta 

42.3 

lymphocyte act 

9.5 

KU-812 (Basophil) rest 

0.0 

CD4 lymphocyte none 

0.0 

KU-8 12 (Basophil) 
PMA/ionomycin 

14.2 

2ry Thl/Th2/Trl_anti- 
CD95CH11 

14.5 

CCD1 106 (Keratinocytes) 
none 

0.0 

LAK cells rest 

0.0 

CCDI 106 (Keratinocytes) 
TNFalpha* IL-lbeta 

0.0 

LAK cells 1L-2 

16.8 

Liver cirrhosis 

3.8 

LAK cells IL-2+IL-12 

3.8 

Lupus kidney 

0.0 

LAK cells IL-2+IFN 
gamma 

3.9 

NCI-H292 none 

30.6 

i a r/ II ll ^ • I f if) 

LAK cells IL-2+ IL-18 

21.8 

NCI-H292 IL-4 

15.3 

LAK cells 
PMA/ionomycin 

0.0 

NCI-H292 1L-9 

30.1 

NK Cells IL-2 rest 

i C A 

15.4 

NCI-H292 IL-13 

1 8.2 

\ wo way iviLix j uay 

1 ft 

iN^i-nzvz i r in gamma 

O.J 

Two Way MLR 5 day 

7.9 

HPAEC none 

0.0 

Two Way MLR 7 day 

3.1 

HPAEC TNF alpha +IL-1 
beta 

0.0 

PBMC rest 

6.1 

Lung fibroblast none 

11.2 

PBMC PWM 

20.4 

Lung fibroblast TNF alpha + 
1L-I beta 

0.0 

PBMC PHA-L 

6.5 

Lung fibroblast IL-4 

7.5 
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Ramos (B cell) none 

3.3 

Lung fibroblast IL-9 

0.0 

Ramos (B cell) ionomycin 

23.0 

Lung fibroblast IL-13 

4.2 

B lymphocytes PWM 

35.6 

Lung fibroblast IF1M gamma 

9.5 

B lymphocytes CD40L 
and IL-4 

70.7 

Dermal fibroblast CCD) 070 
rest 

0.0 

EOL-1 dbcAMP 

7.4 

Dermal fibroblast CCDI070 
TNF alpha 

0.0 

EOL-1 dbcAMP 
PMA/ionomycin 

j i . I 

Dermal fibroblast CCD1070 
IL-I beta 

u.u 

Dendritic cells none 

10.6 

Dermal fibroblast I FN gamma 

0.0 

Dendritic cells LPS 

20.9 

Dermal fibroblast IL-4 

8.9 

Dendritic cells anti-CD40 

9.8 

IBD Colitis 2 

0.0 

Monocytes rest 

9.3 

IBD Crohn's 

0.0 

Monocytes LPS 

9.6 

Colon 

100.0 

Macrophages rest 

4.6 

Lung 

17.2 

Macrophages LPS 

5.4 

Thymus 

20.3 

HUVEC none 

11.3 

Kidney 

33.0 

HUVEC starved 

18.4 




Panel 1 Summary: Ag90/Ag2796 Two experiments with different probe and 
primer sets are in excellent agreement. Highest expression of this gene is detected in brain 
cerebellum (CT=25-26). High levels of expression of this gene is mainly seen in ail the 
regions of brain including amygdala, hippocampus, substantia nigra, thalamus, cerebellum, 


5 cerebral cortex, and spinal cord. In addition, moderate levels of expression of this gene is 
also seen in two lung cancer cell lines and a glioma cell line. See panel 1 .3D for further 
discussion of this gene. 

Panel 1.3D Summary: Ag2796 Highest expression of this gene is detected in fetal 
brain (CT=28.7). Moderate levels of expression of this gene is mainly seen in all the regions 
10 of brain including amygdala, hippocampus, substantia nigra, thalamus, cerebellum, cerebral 
cortex, and spinal cord. Therefore, therapeutic modulation of this gene product may be 
useful in the treatment of central nervous system disorders such as Alzheimer's disease, 
Parkinson's disease, epilepsy, multiple sclerosis, schizophrenia and depression. 
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This gene codes for a homolog of mouse seizure related protein, SEZ-6. Mouse 
SEZ-6 was first isolated from cerebrum cortex-derived cells treated with pentylentetrazole 
(PTZ), one of theconvulsant drugs (Shimizu-Nishikawae/a/., 1995, Brain Res Mol Brain 
Res 28(2):20l-10, PMID: 7723619). Thus, SEZ-6 protein encoded by this gene may also 
5 play a role in brain seizure. 

In addition, moderate to low levels of expression of this gene is also seen in three 
lung cancer cell lines, two of the glioma cell lines and a colon cancer cell line. Therefore, 
expression of this gene may be used as diagnostic marker to detect lung, colon and brain 
cancers. Furthermore, modulation of this gene or its protein product through the use of 
1 0 antibody or protein therapeutics, may be useful in the treatment of lung, colon and brain 
cancers. 

Significant expression is also detected in fetal skeletal muscle. This gene is 
expressed at much higher levels in fetal (CT = 34.1) when compared to adult skeletal 
muscle (CT = 40). This observation suggests that expression of this gene can be used to 

1 5 distinguish fetal from adult skeletal muscle. In addition, the relative overexpression of this 
gene in fetal skeletal muscle suggests that the protein product may enhance muscular 
growth or development in the fetus and thus may also act in a regenerative capacity in the 
adult. Therefore, therapeutic modulation of the SEZ-6 encoded by this gene could be useful 
in treatment of muscle related diseases. More specifically, treatment of weak or dystrophic 

20 muscle with the protein encoded by this gene could restore muscle mass or function. 

Panel 2D Summary: Ag2796 Highest expression of this gene is detected in two 
liver cancer samples (CTs=32.3). In addition, low levels of expression of this gene is also 
seen in a lung cancer sample. Expression of this gene is higher in lung and liver cancer as 
compared to corresponding adjacent normal tissue (CTs=40). Thus, expression of this gene 
25 may be used to distinguish between normal and cancer samples and as diagnostic marker to 
detect lung and liver cancer. In addition, therapeutic modulation of this gene through the use 
of antibodies may be useful in the treatment of these cancers. 

Panel 4D Summary: Ag2796 Low but significant expression of this gene is 
detected exclusively in colon (CT-34.8). Therefore, expression of this gene may be used to 
30 distinguish colon from the other tissues on this panel. Furthermore, expression of this gene 
is decreased in colon samples from patients with inflammatory bowel disease, colitis and 
Crohn's disease relative to normal colon. Therefore, therapeutic modulation of the activity 
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of the SEZ-6 protein encoded by this gene may be useful in the treatment of inflammatory 
bowel disease. 

Al. CG55698-02: Colipase precursor protein-like protein. 

Expression of gene CG55698-02 was assessed using the primer-probe set Ag7086, 
5 described in Table Al A. Results of the RTQ-PCR runs are shown in Table AIB. Note that 
CG55698-02 represents a full-length physical clone. 

Table AIA . Probe Name Ag7086 


Primers 

Sequences 

Length 

Start 
Position 

jsEQ ID No 

Forward 

5' - 

cattatcaacctgacgctctatg- 3 1 

23 

88 

i 

|408 

Probe 

TET-5 1 - 

ccacgctcacagggacacttgtagta 
-3' -TAMRA 

26 

116 

1409 

* 
1 
1 

Reverse 

5 * -atggtcttgtctccctcaca- 3 ■ 

20 

149 

|410 


Table AIB . General_screening_panel_vl.6 


Tissue Name 

Rel. Exp.(%) 
Ag7086, Run 
296433065 

Tissue Name 

Rel. Exp.(%) 
Ag7086, Run 
296433065 

Adipose 

0.0 

Renal ca. TK-10 

0.0 

Melanoma* Hs688(A).T 

0.0 

Bladder 

12.1 

Melanoma* Hs688(B).T 

0.0 

Gastric ca. (liver met.) 
NC1-N87 

0.0 

Melanoma* MI4 

0.0 

Gastric ca. KATOllI 

0.0 

Melanoma* LOXIMVf 

0.0 

Colon ca. SW-948 

0.0 

Melanoma* SK-MEL-5 

0.0 

Colon ca. SW480 

0.0 

Squamous cell carcinoma 
SCC-4 

0.0 

Colon ca.* (SW480 met) 
SW620 

0.0 

Testis Pool 

0.0 

Colon ca. HT29 

0.0 

Prostate ca.* (bone met) 
PC-3 

0.0 

Colon ca. HCT-116 

0.0 

Prostate Pool 

0.0 

Colon ca. CaCo-2 

0.0 

Placenta 

0.0 

Colon cancer tissue 

0.0 

Uterus Pool 

0.0 

Colon ca.SW1H6 

0.0 
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Ovarian ca. OVCAR-3 

0.0 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.0 

Colon ca. SW-48 

0.0 

Ovarian ca. OVCAR-4 

0.0 

Colon Pool 

0.0 

Ovarian ca. OVCAR-5 

0.0 

Small Intestine Pool 

0.0 

Ovarian ca. IGROV-] 

0.0 

Stomach Pool 

0.0 

Ovarian ca. OVCAR-8 

0.0 

Bone Marrow Pool 

0.0 

Ovary 

0.0 

Fetal Heart 

0.0 

Breast ca. MCF-7 

0.0 

Heart Pool 

0.0 

Breast ca. MDA-MB-231 

0.0 

Lymph Node Pool 

0.0 

Breast ca. BT 549 

0.0 

Fetal Skeletal Muscle 

0.0 

Breast ca. T47D 

0.0 

Skeletal Muscle Pool 

0.0 

Breast ca. MDA-N 

0.0 

Spleen Pool 

0.0 

Breast Pool 

0 0 

ThvmiiQ Pnnl 
■ iiyiiiuo i \ 

0.0 

Trachea 

0.0 

CNS cancer (glio/astro) 
U87-MG 

WO 1 IV| \J 

0.0 

Lung 

0.0 

CNS cancer (glio/astro) 
11-11 R-MO 

0.0 

Fetal Lung 

— - . . 

0.0 

.... r-M --,>,.„.,„, 

SK-N-AS 

0.0 

Lungca. NCI-N4I7 

0.0 

CNS cancer (astro) SF- 
539 

0.0 

Lung ca. LX-1 

0.0 

CNS cancer (astro) SNB- 
75 

0.0 

Lungca. NCI-H 146 

0.0 

CNS cancer (guo) SNB- 
19 "~ ' | 

0.0 

Lung ca. SHP-77 

0.0 

CNS cancer (glio) SF-295 ; 

0.0 


u.u 

U run f A mi/ftno I'll 1 |^/*\/^ 1 

orain ^Amygcidiaj i 001 

u.u 

Lungca. NCI-H526 

0.0 

Brain (cerebellum) 

0.0 

Lungca. NCI-H23 

0.0 

Brain (fetal) 

0.0 

Lung ca. NCI-H460 

0.0 

Brain (Hippocampus) 
Pool 

0.0 

Lung ca. HOP-62 

0.0 

Cerebral Cortex Pool 

0.0 

Lung ca. NC1-H522 

0.0 

Brain (Substantia nigra) 
Pool 

0.0 
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Liver 

0.0 

Brain (Thalamus) Pool 

0.0 

Fetal Liver 

0.4 

Brain (whole) 

0.0 

Liver ca. HepG2 

0.0 

Spinal Cord Pool 

0.0 

Kidney Pool 

0.0 

Adrenal Gland 

0.0 

Fetal Kidney 

0.0 

Pituitary gland Pool 

0.0 

Renal ca. 786-0 

0.0 

Salivary Gland 

0.0 

Renal ca. A498 

0.0 

Thyroid (female) 

0.0 

Renal ca. ACHN 

0.0 

Pancreatic ca. CAPAN2 

0.0 

Renal ca. UO-31 

0.0 

Pancreas Pool 

100.0 


CNSneurodegenerationvl.O Summary: Ag7086 Expression of this gene is 
low/undetectable (CTs > 35) across all of the samples on this panel (data not shown). 


General_screening_panel_vl.6 Summary: Ag7086 Highest expression of this 
gene is seen in pancreas (CT=22.7). Therefore, expression of this gene may be used to 
5 distinguish pancrease from other samples in this panel. This gene codes for a deletion 
variant of colipase. Pancreatic colipase is a 12-kD polypeptide cofactor for pancreatic 
lipase, an enzyme essential for the absorption of dietary long-chain triglyceride fatty acids. 
Colipase is thought to anchor lipase noncovalently to the surface of lipid micelles, 
counteracting the destabilizing influence of intestinal bile salts (OM1M 120105). Therefore, 
10 therapeutic modulation of expression of this gene or colipase encoded by this gene may be 
useful in the treatment of dietary fat related disorders including pancreatic insufficiency and 
fat malabsorption. 

AJ. CG55832-02 and CG55832-03: Tenascin-C Precursor 
1 5 Protein-like Protein. 

Expression of gene CG55832-02 and CG55832-03 was assessed using the primer- 
probe set Ag468 1, described in Table AJA. Results of the RTQ-PCR runs are shown in 
Tables AJB, AJC and AJD. 

Table AJA . Probe Name Ag468l 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 
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Forward 

5 * - tgttccaaagagccaacaag-3 * 

20 

2868 

411 

Probe 

TET-5* - 

ccaaaaccacactcacaggtctgagg 
-3 ' -TAMRA 

26 

2894 

412 

Reverse 

5 ' -agcagaaactccaatcccatat- 
3 ' 

22 

2931 

413 


Table AJB . General_screening_panel_vl.4 


Tissue Name 

Rel. Exp.(%) 
Ap4681. Run 
222811927 

Tissue Name 

Rel. Exp.(%) 
Ag4681, Run 
222811927 

Adipose 

0.9 

Renal ca. TK-10 

0.4 

Melanoma* Hs688(A).T 

18.2 

Bladder 

1.3 

Melanoma* Hs688(B).T 

7.3 

Gastric ca. (liver met.) 

XT/""! XIQ*7 

NCI-No/ 

1.3 


IU.5 

oastr ic ca. tv> a i sj i \ i 

U.J 

ivieianoma luaiivjvi 

I.I 

colon ca. bw-V4o 

U.U 

ivicidliui lid oi\.*IVICLi-«5 

J.o 

v->oion ca. ow^ou 


o^udmoua cen carcinoma 
SCC-4 

1.2 

coion ca. ^oW'tou metj 
SW620 

6.7 

Testis Pool 

1.0 

Colon ca. HT29 

0.0 

Prostate ca.* (bone met) 
PC -3 

7.7 

Colon ca. HCT-116 

0.0 

Prostate Pool 

1.7 

Colon ca. CaCo-2 

0.3 

Placenta 

0.1 

Colon cancer tissue 

3.7 

Uterus Pool 

2.5 

Colon ca. SWI116 

0.1 

Ovarian ca. OVCAR-3 

3.2 

Colon ca. Colo-205 

0.3 

Ovarian ca. SK-OV-3 

0.2 

Colon ca. SW-48 

0.0 

Ovarian ca. OVCAR-4 

0.5 

Colon Pool 

5.9 

Ovarian ca. OVCAR-5 

0.2 

Small Intestine Pool 

3.4 

Ovarian ca. IOROV-I 

13.9 

Stomach Pool 

2.9 

Ovarian ca. OVCAR-8 

4.6 1 

Bone Marrow Pool 

m , ..I... ™. ...... . . i — 

2.9 

Ovary 

0.2 

Fetal Heart 

0.1 

Breast ca. MCF-7 

0.0 

Heart Pool 

3.7 

Breast ca. MDA-MB-23 1 

2.6 

Lymph Node Pool 

7.9 
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Breast ca. BT 549 

2.4 

Fetal Skeletal Muscle 

0.4 

Breast ca. T47D 

0.4 

Skeletal Muscle Pool 

1.0 

Breast ca. MDA-N 

3.7 

Spleen Pool 

2.0 

Dredsi "ooi 

4. J 

Thymus Pool 

Z.J 

Trachea 

3.1 

CNS cancer (glio/astro) 
Uo /-IvlLi 

29.1 

Lung 

0.1 

CNS cancer (glio/astro) 

U- 1 1 o-MU 

100.0 

Fetal Lung 

8.7 

CNS cancer (neurojmet) 
SK-N-AS 

0.9 

Lung ca.NCI-N4!7 

0.2 

CNS cancer (astro) SF- 
539 

3.6 

Lung ca. LX-1 

3.6 

CNS cancer (astro) SNB- 
75 

37.4 

Lungca. NCI-HI 46 

0.0 

CNS cancer (glio) SNB- 
19 

13.1 

Lung ca. SHP-77 

1.0 

CNS cancer (glio) SF-295 

8.2 

Lung ca. A549 

0.0 

Brain (Amygdala) Pool 

0.4 

Lung ca. NCI-H526 

0.0 

Brain (cerebellum) 

0.3 

Lung ca. NCI-H23 

0.1 

Brain (fetal) 

3.4 

Lung ca. NCI-H460 

0.0 

Brain (Hippocampus) 
Pool 

0.4 

Lung ca. HOP-62 

11.8 

Cerebral Cortex Pool 

0.4 

1 una ra 1\ir , l-H^9'? 

yj.v 

Brain (Substantia nigra) 
Pool 


Liver 

0.1 

Brain (Thalamus) Pool 

0.7 

Fetal Liver 

0.2 

Brain (whole) 

0.9 

Liver ca. HepG2 

0.0 

Spinal Cord Pool 

1.0 

Kidney Pool 

11.3 

Adrenal Gland 

0.4 

Fetal Kidney 

7.1 

Pituitary gland Pool 

0.2 

Renal ca. 786-0 

2.2 

Salivary Gland 

0.3 

Renal ca. A498 

0.3 

Thyroid (female) 

0.1 

Renal ca. ACHN 

0.5 

Pancreatic ca. CAPAN2 

0.4 

Renal ca. UO-3 1 

1.3 

Pancreas Pool 

3.5 
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Table AJC . Oncology_celI_line_screening_panel_v3. 1 


Tissue Name 

Rel. Exp.(%) 
Ag4681, Run 
224056814 

Tissue Name 

Rel. 

Exp.(%) 
Ag4681, 
Run 

224056814 

Daoy 

Medulloblastoma/Cerebellum 

8.6 

Ca Ski_Cervical epidermoid carcinoma 
(metastasis) 

18.7 

1 bo7 1 

Medulloblastom/Cerebellum 

9.2 

ES-2_Ovarian clear cell carcinoma 

6.0 

D283 Med 

Medulloblastoma/Cerebellum 

0.1 

Ramos/6h stim_ Stimulated with 
PMA/ionomycin 6h 

0.0 

PFSK-1 Primitive 
Neuroectodermal/Cerebel 1 urn 

4.4 

Ramos/1 4h stim_ Stimulated with 
PMA/ionomycin I4h 

0.0 

XF-498_CNS 

100.0 

MEG-01_Chronic myelogenous 
leukemia (megokaryoblast) 

0.0 

SNB-78_CNS/glioma 

66.4 

RajiBurkitt's lymphoma 

0.0 

SF-268_CNS/glioblastoma 

2.0 

DaudiJ3urkitt's lymphoma 

0.0 

T98G_Glioblastoma 

5.0 

U266_B-cell plasmacytoma/myeloma 

0.0 

SK-N-SHJMeuroblastoma 
(metastasis) 

78.5 

CA46_Burkitt's lymphoma 

0.0 

SF-295_CNS/gl ioblastoma 

6.4 

RL_non-Hodgkin's B-cell lymphoma 

0.0 

v^crtDciiuni 


JM l__pre-B-cell lymphoma/leukemia 

u.u 

Cerebellum 

0.4 

Jurkat_T cell leukemia 

0.0 

NCI-H292_Mucoepidermoid 
lung ca. 

1.6 

TF-t JBrythroleukemia 

0.0 

DMS-H4_Smallcell lung 
cancer 

0.4 

HUT 78_T-cell lymphoma 

0.0 

DMS-79_Small cell lung 
cancer/neuroendocrine 

0.2 

U937_Histiocytic lymphoma 

0.0 

NCI-HI46_SmallcelI lung 
cancer/neuroendocrine 

0.0 

KU-812_Myelogenous leukemia 

0.0 

NCI-H526_SmaII cell lung 
cancer/neuroendocrine 

0.1 

769-P_Clear cell renal ca. 

0.0 

NCI-N417_Smallcell lung 
cancer/neuroendocrine 

1.8 

Caki-2_Clearcell renal ca. 

0.7 

NCI-H82_Small cell lung 
cancer/neuroendocrine 

0.0 

SW 839_Clear cell renal ca. 

4.1 
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Nf^l-MI ^7 ^nnsirnniiQ rpll lnno 
nv^i-nu/ ouiicliiiuu j v^ci i luiiti 

cancer (metastasis) 

5.6 

G401_Wilms' tumor 

0.0 

NCI-H1155_Largecell lung 
cancer/neuroendocrine 

0.0 

Hs766T Pancreatic ca. (LN metastasis) 

0.0 

NCI-HI299_Large cell lung 
cancer/neuroendocrine 

0.3 

C A PAN- 1 ^Pancreatic adenocarc i noma 
(liver metastasis) 

0.1 

NCI-H727 Lung carcinoid 

0.2 

SU86.86JPancreatic carcinoma (liver 
metastasis) 

4.3 

NCI-UMC-1 I^Lung carcinoid 

0.0 

BxPC-3_Pancreatic adenocarcinoma 

0.0 

LX-l_Small cell lung cancer 

9.0 

HPAC Pancreatic adenocarcinoma 

0.5 

Colo-205 Colon cancer 

1.3 

MIA PaCa-2_Pancreatic ca. 

0.1 

KM 1 2_Colon cancer 

3.3 

CFPAC-l_Pancreatic ductal 
adenocarcinoma 

10.3 

KM20L2_Colon cancer 

0.2 

PANC-1_Pancreatic epithelioid ductal 
ca. 

0.9 ! 

NCI-H716 Colon cancer 

0.0 

T24_BIadder ca. (transitional cell) 

0.1 

o w-'-fo_^uiun auenocarcinoma 

u.u 

joj /_t3iaaaer ca. 

1 j.5 

ow m io__^oion 
adenocarcinoma 

0.4 

HT-1197_Bladder ca. 

0.1 

LS l74T_Colon 
adenocarcinoma 

2.4 

UM-UC-3 Bladder ca. (transitional 
cell) 

2.9 

SW-948_Colon 
adenocarcinoma 

0.1 j 

A204 Rhabdomyosarcoma 

61.1 

SW-480_Colon 
adenocarcinoma 

0.1 

HT-1080_Fibrosarcoma 

1.3 

NCI-SNU-5_Gastric ca. 

0.2 

MG-63_Osteosarcoma (bone) 

2.2 

KATO 111 Stomach 

0.2 

SK-LMS- 1 Leiomyosarcoma (vulva) 

28.1 


9^ 7 

SJRH30_Rhabdomyosarcoma (met to 
bone marrow) 

91 ft 

NC1-SNU-1 Gastric ca. 

0.0 

A431_Epidermoid ca. 

0.1 

RF-l_Gastric adenocarcinoma 

0.0 

WM266-4_Melanoma 

51.1 

RF-48_Gastric adenocarcinoma 

0.0 

DU 145 Prostate 

4.5 

MKN-45 Gastric ca. 

0.3 

MDA-MB-468_Breast adenocarcinoma 

0.0 

NCI-N87 Gastric ca. 

0.2 

SSC-4JTongue 

3.3 

OVCAR-5_Ovarian ca. 

0.3 

SSC-9_Tongue 

15.5 

RL95-2_Uterine carcinoma 

0.0 

SSC-l5_Tongue 

9.9 
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HeIaS3_Cervical 
adenocarcinoma 

0.0 , 

CAL 27_Squamous cell ca. of tongue 

31.9 


Table AJD. Panel 4. ID 


Tissue Name 

Rpl Fxn (%\ 
Ag4681, Run 
268722514 

Tissue Name 

Rel Exn (%} 
Ag4681, Run 
268722514 

Secondary Thl act 

0.0 

HUVECIL-Ibeta 

0.0 

Secondary Th2 act 

0.0 

HUVFC IFN gamma 

I 1U V l_A_, II IN LICK 111 J 1U 

0.0 

Secondary Trl act 

0.0 

HUVEC TNF alpha + 1FN 

£,CU 1 111 Id 

0.0 

Secondary Thl rest 

UvvUIIUUI J 1 111 i vol 

0.0 

HUVEC TNF aloha + 1L4 

i 1 \j ▼ v_- 1 ill Cl I yJ l let 1 1 I— / » 

0.0 

Secondary Th2 rest 

0.0 

HUVEC IL- 11 

0.0 

Secondary Trl rest 

0.0 

Lung Microvascular EC none 

0.0 

Primary Thl act 

A A 

Lung Microvascular EC 
TNFalpha + IL-lbeta 

A A 

rrtmary I nz act 

A A 

Microvascular Dermal EC 
none 

A A 

Primary Trl act 

0.0 

Microsvasular Dermal EC 
TNFalpha + IL-lbeta 

0.0 

Primary Thl rest 

0.0 

Bronchial epithelium 
TNFalpha + ILlbeta 

8.5 

Primary Th2 rest 

0.0 

Small airway epithelium none 

3.1 

Primaru Trl rp»ct 
I I 1 1 E lal y II 1 1 CM 

u.u 

Small airway epithelium 
TNFalpha+IL-lbeta 

in 9 

CD45RA CD4 
lymphocyte act 

14.4 

Coronerv arterv SMC rest 

1.4 

CD45RO CD4 
lymphocyte act 

0.0 

Coronery artery SMC 
TNFalpha+IL-lbeta 

3.5 

CD8 lymphocyte act 

0.0 

Astrocytes rest 

9.6 

Secondary CD8 
lymphocyte rest 

0.0 

Astrocytes TNFalpha + IL- 
Ibeta 

7.7 

Secondary CD8 
lymphocyte act 

0.0 

KU-812 (Basophil) rest 

0.0 

CD4 lymphocyte none 

0.0 

KU-8 12 (Basophil) 
PMA/ionomycin 

0.0 

2ryThl/Th2/Trl anti- 
CD95 CHI 1 

0.0 

CCD1 106 (Keratinocytes) 
none 

15.1 
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LAK cells rest 

0.1 

CCDI !06(Keratinocytes) 
TNFalpha + IL-1 beta 

22.4 

LAK cells IL-2 

0.0 

Liver cirrhosis 

0.6 

LAK cells IL-2+IL-12 

0.0 

NCI-H292 none 

0.1 

LAK cells IL-2+IFN 
gamma 

0.0 

NCI-H292 IL-4 

1.1 

LAK cells 1L-2+ JL-18 

0.0 

NCI-H292 1L-9 

0.1 

LAK cells 
PMA/ionomycin 

0.4 

NC1-H292 IL-13 

2.2 

NK Cells IL-2 rest 

0.0 

NCI-H292 I FN gamma 

0.1 

Two Way MLR 3 day 

0.0 

HPAEC none 

0.0 

Two Way MLR 5 day 

0.0 

HPAEC TNF alpha + IL-1 
beta 

0.0 

Two Way MLR 7 day 

0.0 

Lung fibroblast none 

46.0 

PBMC rest 

0.0 

Lung fibroblast TNF alpha + 
IL-l beta 

19.8 

PBMC PWM 

0.0 

Lung fibroblast IL-4 

74.7 

PBMC PHA-L 

0.0 

Lung fibroblast IL-9 

75.3 

Ramos (B cell) none 

0.0 

Lung fibroblast IL-13 

44.4 

Ramos rell^ innnmvrin 

ft ft 

\ iiny flHmHInct 1 PM tr;innm5* 

JJ.C 

B lymphocytes PWM 

0.0 

Dermal fibroblast CCD 1 ft7ft 
rest 

27.7 

B lymphocytes CD40L 
and IL-4 

0.1 

Dermal fibroblast CCDI 070 
TNF alpha 

26.4 

EOL-l dbcAMP 

0.0 

Dermal fibroblast CCD 1070 
IL-1 beta 

31.9 

EOL-1 dbcAMP 
PMA/ionomycin 

o.o 

Dermal fibroblast I FN oamma 

12.8 

Dendritic cells none 

0.6 

Dermal fibroblast IL-4 

100.0 

Dendritic cells LPS 

0.6 

Dermal Fibroblasts rest 

4.6 

Dendritic cells anti-CD40 

0.2 

Neutrophils TNFa+LPS 

0.0 

Monocytes rest 

0.0 

Neutrophils rest 

0.0 

Monocytes LPS 

0.1 

Colon 

0.5 

Macrophages rest 

0.1 

Lung 

0.4 

Macrophages LPS 

0.2 

Thymus 

0.2 
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HUVEC none 

0.0 

Kidney 

1.2 

HUVEC starved 

0.0 




General_screening_panel_vl.4 Summary: Ag4681 Highest expression of this 
gene is seen in a brain cancer cell line (CT=20.3). Prominent expression of this gene is also 
seen in a cluster of samples derived from brain cancer cell lines. High levels of expression 
are also seen in cell lines from colon, renal, ovarian, lung, breast, prostate, and melanoma 


5 cancers. This gene encodes a homolog of tenascin-C, an extracellular matrix protein that 
appears at active sites of tissue remodelling during cancer invasion. Tenascin has been 
shown to be highly expressed around tumours, including invasive breast carcinomas and 
may be expressed by these invasive carcinomas (Adams M. Cancer Res 2002 Jun 
l;62(l l):3289-97). Zagzag et. al has suggested a potential role for tenascin-C in 

10 pathological angiogenesis (Cancer Res 2002 May 1 ;62(9):2660-8). Thus, expression of this 
gene could be used to differentiate between these cell lines and other samples on this panel, 
and as a marker of brain cancer. Based on the homology of this gene to tenascin-C and the 
expression in brain cancer cell lines, therapeutic modulation of the expression or function of 
this protein may be useful in the treatment of colon, brain, renal, ovarian, lung, breast, 

1 5 prostate, and melanoma cancers. 

OncoIogy_ceIMine_screening_panel_v3.1 Summary: Ag4681 Highest 
expression of this gene is seen in a brain cancer cell line (CT=23.7), consistent with 
expression in panel 1.4. In addition, high levels of expression are seen in other cell lines on 
this panel, including samples from gastric and lung cancers. See Panel 1.4 for discussion of 
20 this gene in cancer. 

Panel 4. ID Summary: Ag468l Highest expression of this gene is seen in 1L-4 
treated dermal fibroblasts (CT=22.72). High levels of expression of this gene are seen in 
treated and untreated lung and dermal fibroblasts, keratinocytes, astrocytes, and bronchial 
and small airway epithelium. Moderate to low levels of expression of this gene is also seen 

25 in naive T cells, resting and activated dendritic cells and activated B lymphocytes. 
Expression of this gene in dendritic cells suggests a role for this gene in antigen 
presentation. This gene has homology to tenascin-C, an extracellular matrix glycoprotein 
that is expressed during inflammatory and fibrotic disorders, and specifically, is deposited 
in increased amounts in the asthmatic airway (Johnson PR. Clin Exp Pharmacol Physiol 

30 2001 Mar;28(3):233-6). The preferential expression of this gene in cells derived from the 
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lung and skin suggests that this gene product may be involved in norma! conditions as well 
as pathological and inflammatory lung and skin disorders that include chronic obstructive 
pulmonary disease, asthma, allergy, psoriasis and emphysema. 

5 AK. CG56054-02: Integrin alpha 7-Iikc protein. 

Expression of gene CG56054-02 was assessed using the primer-probe sets Ag4983, 
Ag6442, Ag6424, Ag6428, Ag6429, Ag6430, Ag6431, Ag6439, Ag64l3 and Ag6964, 
described in Tables AKA, AKB, AKC, AKD, AKE, AKF, AKG, AKH, AKI and AKJ. 
Results of the RTQ-PCR runs are shown in Tables AKK, AKL, AKM, AKN, AKO and 
10 AKP. 


Table AKA . Probe Name Ag4983 


Primers 

Sequences 

1 $ 

i T ^Start 

] Len * th jPosition 

SEQ ID No 

Forward 

5' - 

ccaggtcaccttctacctcatc-3 ' 

(22 |2435 

414 

Probe 

TET- 5 ' - 

cttagcacctccgggatcagcatt- 
3' -TAMRA 

j 

24 |2457 

415 

Reverse 

5 ' - 

aacagcagctctacctccagtt-3 ' 

i " i - '* 

I 

;22 |249l 

416 

Table AKB. Probe Name Ag6442 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' - 

gatgtggacagtagggatagga-3 1 

22 

2874 

417 

Probe 

TET - 5 1 - 

ccacctgagcagcaggagcct-3 ' - 
TAMRA 

21 

2913 

418 

Reverse 

5 ' -gcgcagtccagggtg-3 1 

15 

2999 

419 

Table AKC. Probe Name Ag6424 

Primers 

Sequences I 

.ength I 

Start Position 

SEQ ID No 

Forward 

5' - ttgggttctgccagca-3 ' 1 

6 !* 

742 

420 
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Probe 

TET- 5 ' - 

cacagctgccgccttctccc-3 ' - 
TAMRA 

20 

761 

421 

Reverse 

5 ' -aaaagcaaccccttccaa-3 ■ 

18 < 

324 

422 

Table AKD. Probe Name A26428 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 * -cttcatctaccatgggagca- 
3 ' 

20 

1394 

423 

Probe 

TET- 5 1 - 

ccttcacaggtgctggagggc- 
3 1 -TAMRA 

21 

1434 

424 

Reverse 

5 1 -agggagtagccgaagctct- 
3 ' 

19 

1471 

425 

Table AKE. Probe Name Ag6429 

Primers 

Sequences 

Length 

Start Position 

SEQ TO No 

Forward 

5 • -ccgtgccccagtaccat-3 1 

17 

3382 

426 

Probe 

TET- 5 1 - 

cgggcaccatcctgaggaacaac- 
3 ' -TAMRA 

23 

3448 

427 

Reverse 

5 ' -gggcccagccaggat -3 • 

15 

13484 

428 


Table AKF . Probe Name Ag6430 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5' -gtgaccaacattgatagctcaga- 
3 , 

23 

843 

429 

Probe 

TET- 5 1 - 

ccccgaccagctggtgtataaaactttg 
-3 1 -TAMRA 

28 

866 

430 

Reverse 

5 ' -gggagccggtcagca-3 1 

15 

899 

431 


5 Table AKG . Probe Name Ag643 1 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 • -aaacatcaccctggactgc-3 * 

19 

2993 

432 

Probe 

TET- 5 ' - 

tggtgttcagctgcccactctacag- 
3 ' -TAMRA 

25 

3034 

433 
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Reverse 

5 ' - ccgcgcggtcaaa - 3 * 

13 

3060 

434 


Table AKH . Probe Name Ag6439 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -ctgtggtggcagaaggagt- 
3' 

19 

3250 

435 

Probe 

TET- 5 ' - 

ccctggtgggtcatcctcctg- 
3 ' -TAMRA 

21 

3270 

436 

Reverse 

5 ' - 

gaagaatcccatcttccacag-3 1 

21 

3336 

437 


Table AKI , Probe Name Ag6413 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' - 

ggtgaagacaagatctgccag-3 ' 

2! 

2073 

438 

Probe 

TET- 5 1 - 

tgtacccgggtcagcgacacg- 
3 ' -TAMRA 


2124 

439 

Reverse 

5' -gctgttgttccatccacatc- 
3 ' 

20 

2166 

440 


Table A K J . Probe Name Ag6964 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 1 -ggccccagacatgca-3 ' 

15 

3079 

441 

Probe 

TET- 5 ' - 

actctacagctttgaccgcgcgg- 
3 ' -TAMRA 

23 

3050 

442 

Reverse 

5 ' -gccaactgtgtggtgttca-3 1 

19 

3024 

443 


5 Table AKK . CNSjieurodegeneration_vl .0 


Tissue 
Name 

Rel. 

Exp.(%) 
Ag4983, 
Run 

218649223 

Rel. 

Exp.(%) 
Ag64J3, 
Run 

269253983 

Rel. 

Exp.(%) 
Ag6428, 
Run 

266937081 

Rel. 

Exp.(%) 
Ag6430, 
Run 

266937085 

Rel. 

Exp.(%) 
Ag6431, 
Run 

268030722 

Rel. 

Exp.(%) 
Ag6439, 
Run 

269254002 

Rel. 

Exp.(%) 
Ag6442, 
Run 

264979298 

AD 1 Hippo 

23.7 

24.8 

18.0 

20.0 

18.8 

21.6 

19.2 

AD 2 Hippo 

41.2 

52.9 

32.3 

48.0 

28.7 

28.9 

49.7 

AD 3 Hippo 

8.9 

6.4 

3.7 

11.6 

7.5 

6.1 

20.4 
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AD 4 Hippo 

14.8 

25.5 

10.7 

|17.I 

18.8 |I7.6 

5.6 

AD 5 Hippo 

44.8 

41.8 

53.2 

J39.2 

j 

38.4 142.6 

57.4 

AD 6 Hippo 

100.0 

100.0 

i 

100.0 ] 100.0 

100.0 

100.0 

90.1 

Control 2 
Hippo 


JO. 1 

18.7 

17.9 




Control 4 
Hippo 

42.9 

43.8 

27.0 

38.4 

32.3 

37.9 

86.5 

Control 
(Path) 3 
Hippo 

14.2 

11.4 

4.6 

10.2 

6.0 

6.4 

0.0 

AD 1 

Temporal 

Ctx 

23.3 

15.9 

12.9 

12.1 

17.1 

24.5 

16.8 

AD 2 

Temporal 

Ctx 

41.5 

47.3 

31.0 

36.6 

39.8 

27.5 

21.6 

AD 3 

Temporal 

Ctx 

9.5 

9.8 

6.0 

U.7 

11.3 

9.0 

5.7 

AD4 

Temporal 

Ctx 

30.6 

39.0 

20.2 

15.6 

25.3 

30.4 

8.7 

AD 5 Inf 
Temporal 
Ctx 

45.4 

37.1 

«- ■ — ^ 

Jy.z 

4 j .5 

36.3 

41.8 

73.7 

AD 5 Sup 
Temporal 
Ctx 

51.1 

39.0 

42 0 

56 6 

32.3 

38.7 

55.9 

AD 6 Inf 
Temporal 
Ctx 

38.2 

59.9 

; 

49.3 

40.9 

46.7 

47.6 

76.8 

AD 6 Sup 
Temporal 
Ctx 

43.8 

48.6 

48.3 

44.1 

50.3 

50.3 

59.9 

Control 1 
Temporal 
Ctx 

12.2 

23.0 

12.9 

11.9 

15.6 

24.0 

46.7 

Control 2 
Temporal 
Ctx 

14.2 

32.5 

18.2 

16.7 

17.4 

14.9 

50.0 
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Control 3 
Temporal 
Ctx 

15.1 

15.3 

9.6 

13.0 

14.5 

16.5 

9.5 

Control 3 
Temporal 
Ctx 

23.7 

25.0 

15.2 

18.9 

13.1 

23.8 

13.6 

Control 
(Path) 1 
Temporal 
Ctx 

26.1 

47.0 

27.0 

32.5 

30.6 

39.8 

46.0 

Control 
(Path) 2 
Temporal 
Ctx 

24.5 

25.9 

16.0 

19.5 

20.4 

24.8 

0.0 

Control 
(Path) 3 
Temporal 
Ctx 

11.7 

16.0 

7.5 

12.9 

10.9 

11.9 

31.0 

Control 
(Path) 4 
Temporal 
Ctx 

21.9 

27.4 

17.1 

19.8 

18.2 

21 .6 

39.5 

AD 1 

Occipital Ctx 

16.0 

11.9 

10.2 

16.2 

11.5 

16.0 

6.3 

AD 2 

Occipital Ctx 
(Missing) 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

AD 3 

Occipital Ctx 

10.7 

6.0 

6.4 

11.7 

8.8 

10.2 

4.9 

AD 4 

Occipital Ctx 

18.9 

23.7 

13.0 

12.6 

17.9 

18.6 

11.1 

AD 5 

Occipital Ctx 

24.8 

28.3 

25.3 j 

16.7 

22.5 

22.7 

42.3 

AD 6 

Occipital Ctx 

20.6 

31.9 

20.2 

17.8 

17.0 

22.1 

14.8 

Control 1 
Occipital Ctx 

9.5 

14.4 

6.0 

11.3 

8.7 

7.2 

8.8 

Control 2 
Occipital Ctx 

31.9 

42.6 

26.4 

24.8 

33.2 

29.3 

82.4 

Control 3 
Occipital Ctx 

18.8 

13.0 

10.7 

16.4 

17.1 

19.2 

8.8 
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Control 4 
Occipital Ctx 

18.2 

17.0 

12.0 

12.1 

12.6 

13.6 

24.0 

Control 
(Path) 1 
Occipital Ctx 

38.2 

52.5 

35.6 

32.8 

36.1 

39.5 

100.0 

Control 
(Path) 2 
Occipital Ctx 

9.6 

14.1 

6.7 

9.6 

7.9 

7.0 

9.3 

Control 
(Path) 3 
Occipital Ctx 

4.8 

8.7 

5.4 

8.4 

6.0 

5.9 

4.1 

Control 
(Path) 4 
Occipital Ctx 

16.2 

13.2 

13.2 

15.9 

10.2 

11.4 

32.8 

Control 1 
Parietal Ctx 

14.4 

21.9 

8.8 

15.2 

16.3 

15.7 

9.2 

Control 2 
Parietal Ctx 



34.4 


TO 1 

J /.I 

TO 1 

Control 3 
Parietal Ctx 

20.6 

19.8 

11.5 

14.5 

8.7 

10.8 

9.1 

Control 
(Path) 1 
Parietal Ctx 

35.4 

62.4 

34.2 

33.4 

39.2 

37.9 

69.3 

Control 
(Path) 2 
Parietal Ctx 

22.1 

23.8 

19.6 

20.0 

22.5 

18.7 

37.6 

Control 
(Path) 3 
Parietal Ctx 

1 1.2 

15.4 ] 

3.9 

15.0 

7.1 

12.0 

10.4 

Control 
(Path) 4 
Parietal Ctx 

31.2 

34.2 

24.8 

28.3 

8.8 

27.9 

27.5 


Table AKL . General_screening_panel_vl .4 



Rel. Exp.(%) 

l N 

Rel. Exp.(%) 

Tissue Name 

Ag4983, Run 

ITissue Name 

Ag4983, Run 


218328386 


218328386 

Adipose 

25.3 

JRenal ca. TK-10 

3.0 

Melanoma* Hs688(A).T 

1.0 

|BIadder 

7.0 
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Melanoma* Hs688(B).T 

2.9 

Gastric ca. (liver met.) 
NCI-N87 

1.9 

Melanoma* M14 

0.7 

Gastric ca. KATO III 

0.7 

Melanoma* LOXIMVI 

0.0 

Colon ca. S W-948 

0.1 

Melanoma* SK-MEL-5 

29.9 

Colon ca. SW480 

45.4 

Squamous cell carcinoma 
SCC-4 

0.1 

Colon ca.* (SW480 met) 
|SW620 

17.1 

Testis Pool 

10.7 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

? 0 

t^oion ca. rtv^ i - 1 1 o 

j.j 

Prostate Pool 

18.4 

Colon ca. CaCo-2 

21.8 

Placenta 

0.4 

Colon cancer tissue 

12.7 

Uterus Pool 

10.4 

Colon ca. SW1116 

2.4 

Ovarian ca. OVCAR-3 

1.2 

Colon ca. CoIo-205 

0.4 

Ovarian ca. SK-OV-3 

1.7 

Colon ca. SW-48 

1.5 

Ovarian ca. OVCAR-4 

0.6 

Colon Pool 

31.4 

Ovarian ca. OVCAR-5 

2.1 

Small Intestine Pool 

12.1 

Ovarian ca. IGROV-1 

87.7 

Stomach Pool 

13.6 

Ovarian ca. OVCAR-8 

10.6 

Bone Marrow Pool 

13.2 

Ovary 

4.7 

Fetal Heart 

24.1 

Breast ca. MCF-7 

0.4 

Heart Pool 

34.9 

Breast ca. MDA-MB-231 

0.4 

Lymph Node Pool 

26.4 

Breast ca. ts i D4y 

0.6 

Fetal Skeletal Muscle 

55.1 

Breast ca. T47D 

5.1 

Skeletal Muscle Pool 

82.4 

Breast ca. MDA-N 

1.0 

Spleen Pool 

3.3 

Breast Pool 

18.2 

Thymus Pool 

10.2 

Trachea 

8.9 

CNS cancer (glio/astro) 
U87-MG 

14.9 

Lung 

3.7 

CNS cancer (glio/astro) 
U-I18-MG 

5.1 

Fetal Lung 

7.2 

CNS cancer (neuro;met) 
SK-N-AS 

2.6 

Lungca. NCNN4I7 

2.3 

CNS cancer (astro) SF- 
539 

0.2 
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Lung ca. LX-1 

9.7 

CNS cancer (astro) SNB- 
75 

11.9 

Lungca. NCI-HI 46 

0.3 

CNS cancer (glio) SNB- 
19 

100.0 

Lung ca. SHP-77 

8.1 

CNS cancer (glio) SF-295 

14.6 

Lung ca. A549 

0.7 

Brain (Amygdala) Pool 

8.0 

Lungca. NCI-H526 

0.4 

Brain (cerebellum) 

1 1.5 

bungca. nci-hzj 

6.4 

Brain (fetal) 

10.8 

Lungca. NCI-H460 

0.2 

Brain (Hippocampus) 
Pool 

11.6 

Lung ca. HOP-62 

0.9 

Cerebral Cortex Pool 

12.9 

Lung ca. NCI-H522 

2.2 

Brain (Substantia nigra) 
Pool 


Liver 

0.2 

Brain (Thalamus) Pool 

13.7 

Fetal Liver 

0.6 

Brain (whole) 

7.7 

Liver ca. HepG2 

0.3 

Spinal Cord Pool 

14.9 

Kidney Pool 

41.8 

Adrenal Gland 

7.9 

Fetal Kidney 

4.9 

Pituitary gland Pool 

1.3 

Renal ca. 786-0 

0.3 

Salivary Gland 

1.6 

Renal ca. A498 

0.4 

Thyroid (female) 

3.0 

Renal ca. ACH1M 

2.1 

Pancreatic ca. CAPAN2 

1.5 

Renal ca. UO-3 1 

0.6 | 

Pancreas Pool 

16.0 


Table AKM . General_screening_panel_v1 .5 


Tissue Name 

■' " 1 ' - 

Rel. Exp.(%) 
Ag6442, Run 
264979530 



Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Adipose 

3.2 

Renal ca. TK-10 

0.8 

Melanoma* Hs688(A).T 

0.5 

Bladder 

2.1 

Melanoma* Hs688(B).T 

0.5 

Gastric ca. (liver met.) 
NC1-N87 

0.7 

Melanoma* M 1 4 

0.7 

Gastric ca. KATOIII 

0.2 

Melanoma* LOX1MVI 

0.0 

Colon ca. SW-948 

0.1 
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Mphnnma* Ckf \AG\ ^ 
IviciaJlOrTia aN.-lVlcL»-3 

ft o 

colon ca. o w^isu 

1 1 1 

1 /. / 

Squamous cell carcinoma 
SCC-4 

0.0 

Colon ca. (oW460 met) 
SW620 

7.9 

Testis Pool 

3.5 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

0.1 

Colon ca HCT-1 16 

2.4 

Prostate Pool 

3.1 

Colon ca. CaCo-2 

10.2 

Placenta 

0.4 

Colon cancer tissue 

10.7 

Uterus Pool 

5.4 

Colon ca. SW1116 

1.3 

Ovarian ca. OVCAR-3 

0.4 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.1 

Colon ca. SW-48 

0.7 

Ovarian ca. OVCAR-4 

0.3 

Colon Pool 

6.3 

Ovarian ca. OVCAR-5 

0.8 

Small Intestine Pool 

5.2 

Ovarian ca. IGROV-1 

66.0 

Stomach Pool 

4.3 

Ovarian ca. OVCAR-8 

11.2 

Bone Marrow Pool 

3.3 

Ovary 

2.0 

Fetal Heart 

7.6 

Breast ca. MCF-7 

0.1 

Heart Pool 

13.3 

Breast ca. MDA-MB-23 1 

0.2 

Lymph Node Pool 

7.1 

Di tdM Cd. D 1 JH7 


retal skeletal Muscle 

16.5 

Breast ca. T47D 

0.0 

Skeletal Muscle Pool 

100.0 

Breast ca. MDA-N 

0.5 ! 

Spleen Pool 

1.9 

Breast Pool 

7.4 

Thymus Pool 

5.5 

Trachea 

2.4 

CNS cancer (glio/astro) 
U87-MG 

7.4 

Lung 

3.5 

CNS cancer (glio/astro) 
U-118-MG 

2.6 

Fetal Lung 

3.8 

CNS cancer (neuro;met) 
SK-N-AS 

1.2 

Lung ca. NC1-N417 

1.6 

CNS cancer (astro) SF- 
539 

0.2 

Lungca. LX-1 

1.4 

CNS cancer (astro) SNB- 
75 

6.7 

Lungca. NCI-H146 

D.4 

CNS cancer (glio) SNB- 
19 

63.7 
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Lung ca. SHP-77 

2.0 

CNS cancer (glio) SF-295 

4.0 

Lung ca. A549 

0.2 

Brain (Amygdala) Pool 

5.0 

Lung ca. NCI-H526 

0.6 

Brain (cerebellum) 

3.3 

Lung ca. NCI-H23 

2.0 

Brain (fetal) 

1.9 

Lungca. NCI-H460 

0.1 

Brain (Hippocampus) 
Pool 

5.7 

Lung ca. HOP-62 

0.6 

Cerebral Cortex Pool 

4.6 


i.i 

Brain (Substantia nigra) 
Pool 

< i 

D. I 

Liver 

0.2 

Brain (Thalamus) Pool 

3.7 

Fetal Liver 

0.2 

Brain (whole) 

3.2 

Liver ca. HepG2 

0.0 

Spinal Cord Pool 

9.0 

Kidney Pool 

15.6 

Adrenal Gland 

3.1 

Fetal Kidney 

1.0 

Pituitary gland Pool 

0.7 

Renal ca. 786-0 

0.2 

Salivary Gland 

0.7 

Renal ca. A498 

0.2 

Thyroid (female) 

1.0 

Renal ca. ACHN 

0.2 

Pancreatic ca. CAPAN2 

0.5 

Renal ca. UO-31 

0.4 

Pancreas Pool 

8.8 


Table AKN . General_screening_panel_y 1 .6 


Tissue 
Name 

Rel. 

Exp.(%) 

Ag6413, 

Run 

2772493 

71 

Rel. 

Exp.(%) 

Ag6424, 

Run 

2772217 

19 

Rel. 

Exp.(%) 

Ag6428, 

Run 

2772224 

39 

Rel. 

Exp.(%) 
Ag6430, 
Run 

2772224 
43 

Rel. 

Exp.(%) 
Ag6431, 
Run 

2776335 
68 

Rel. 

Exp.(%) 

Ag6431, 

Run 

2783893 

90 

Rel. 

Exp.(%) 
Ag6439, 
Run 
2772231 

.75 

Rel. 

Exp.(%) 

Ag6964, 

Run 

2783889 

46 

Adipose 

25.9 

0.0 

20.0 

8.2 

17.4 

13.8 

17.3 

18.8 

Melanoma* 
Hs688(A).T 

0.5 

0.0 

2.0 

0.5 

0.8 



0.9 

0.4 

0.7 

Melanoma* 
Hs688(B).T 

2.7 

0.0 

4.1 

0.6 

2.5 

2.2 

2.9 

2.4 

Melanoma* 
MI4 

0.3 

0.0 

0.7 

0.7 

0.4 

0.4 

0.4 

0.7 
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Melanoma* 
LOXIMVI 

0.0 

0.0 

[0.1 

0.0 

0.0 

0.0 

0.0 

0.1 

Melanoma* 
SK-MEL-5 

15.2 

0.0 ]30.4 

i 

22.5 

18.2 

14.6 

18.3 

15.9 

SGuamoLK 

^ V4 14 U 1 I 1 \J U J 

cell 

carcinoma 
SCC-4 

0.0 

i 
1 

0.0 10.1 

0.3 

0.1 

0.2 

0.0 

0.1 

Testis Pool 

5.2 

■ ~ T 
0.0 |8.8 

4.2 

10.4 

9.0 

9.1 

9.9 

Prostate ca.* 
(bone met) 
PC-3 

1.9 

j 

o.o J2.5 

1.0 

1.9 

1.8 

1.3 

4.3 

Prostate Pool 

8.1 

0.0 

i 

11.5 

8.5 

11.3 

12.1 1,28.5 

10.0 

Placenta 

0.5 

0.0 

0.7 

0.1 

0.1 

0.1 

0.5 

0.4 

Uterus Pool 

2.2 

0.0 

4.5 

2.6 

4.6 

4.5 

5.3 

4.1 

Ovarian ca. 
OVCAR-3 

0.9 

0.0 

1.1 

0.8 

0.7 

1.1 

1.6 

4.0 

Ovarian ca. 
SK-OV-3 

0.8 

0.0 

1.7 

1.5 

0.8 

0.9 

1.3 

1.7 

Ovarian ca. 
OVCAR-4 

0.2 

0.0 

0.9 

0.5 

0.4 

0.8 

0.9 

0.5 

Ovarian ca. 
OVCAR-5 

1.6 

0.0 

2.9 

1.5 

1.3 

1.7 

1.4 

7.9 

Ovarian ca. 
IGROV-1 

100.0 

100.0 

77.9 

90.8 

84.7 

97.9 

69.3 

75.8 

Ovarian ca. 
OVCAR-8 

13.6 

5.6 

14.0 

11.9 

15.6 

14.6 

17.3 

16.7 

Ovary 

2.7 

0.0 

5.2 

2.1 

3.1 

2.3 

2.8 

2.4 

Breast ca. 
MCF-7 

0.3 

0.0 

0.3 

0.4 

0.1 

0.2 

0.5 

0.5 

Breast ca. 

MDA-MB- 

231 

0.1 

0.0 

0.4 

0.4 

0.2 

0.2 

0.2 

0.3 

Breast ca. 
BT 549 

0.5 

0.0 

0.5 

0.3 

0.1 

0.5 

0.6 

0.4 

Breast ca. 
T47D 

0.0 

0.0 

0.5 

0.3 

0.2 

0.3 

0.4 

0.5 
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Breast ca. 
MDA-N 

U.o 

U.U 

jU. / 

u. / 

ft A 

U.O 

u.o 

U.O 

U.O 

Breast Pool 

15.0 

0.0 

121.8 

19.5 

14.6 

10.7 

12.2 

16.7 

Trachea 

4.5 

0.0 

(8.4 

2.9 

4.8 

4.2 

4.7 

5.6 

Lung 

2.8 

0.0 

|2.3 

1.3 

4.2 

3.2 

3.9 

5.1 

Fetal Lung 

3.9 

0.0 

" 

19-1 

4.0 

5.0 

4.8 

5.3 

6.1 

Lung ca. 
NCI-N417 

2.0 

2.0 

3.5 

2.7 

3.3 

2.6 

4.0 

2.3 

Lung ca. LX- 
1 

3.5 

3.1 

6.5 

7.0 

5.0 

3.5 

4.9 

44.1 

Lung ca. 
NCI-HI46 

0.1 

0.0 

0.3 

0.5 

0.1 

0.2 

0.1 

0.1 

Lung ca. 
SHP-77 

4.0 

2.3 

6.8 

6.3 

5.3 

4.5 

4.5 

3.8 

Lung ca. 
A549 

0.3 

0.0 

0.9 

0.3 

0.0 

0.4 

0.6 

4.7 

Lung ca. 
NCI-H526 

0.2 

0.0 

0.9 

0.7 

0.6 

0.3 

0.4 

0.5 

Lung ca. 
NCI-H23 

2.9 

0.0 

4.6 

4.5 

4.8 

3.2 

2.9 

10.3 

— — — — 

Lung ca. 
NCI-H460 

0.0 

0.0 

0.2 

0.2 

0.1 

0.3 

— 

0.0 

0.3 

Lung ca. 
HOP-62 

0.5 

0.0 

0.5 

0.6 

1.0 

0.6 

0.5 

0.7 

Lung ca. 
NCI-H522 

1 7 

0.0 

2.3 

~> d 

1 7 

i .j 


R 9 

Liver 

0.1 

0.0 

0.0 

0.1 

0.0 

0.0 

0.1 

2.0 _ 

Fetal Liver 

0.3 

0.0 

I.I 

0.6 

0.6 j 

0.5 

0.8 

8.2 

Liver ca. 
HepG2 

0.1 

0.0 

0.2 

0.1 

0.0 

0.2 

0.1 

2.4 

Kidney Pool 

27.9 

6.5 |47.0 

34.9 

33.9 

28.1 

43.2 

32.8 

Fetal Kidney 

1.4 

0.0 4.9 

5.1 

4.1 

4.0 

5.8 

11.5 

Renal ca. 
786-0 

0.2 

0.0 

0.2 

0.2 

0.3 

0.1 

0.3 

0.9 
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Renal ca. 

A A AO 

A498 

0.0 

0.0 

0.2 

0.1 

0.0 

0.3 

0.5 

8.5 

Renal ca. 
ACHN 

1.5 

0.0 

2.5 

0.7 

1.7 

1.5 

1.2 

2.5 

Renal ca. 
UO-31 

0.3 

0.0 

0.5 

0.3 

0.2 

0.2 

0.6 

0.3 

Renal ca. 
TK-tO 

1.9 

0.0 

3.1 

2.5 

2.0 

1.9 

2.1 

4.6 

Bladder 

4.2 

0.0 

5.9 

3.0 

5.5 

5.1 

8.3 

6.7 

Gastric ca 
(liver met.) 
NCI-N87 

0.9 

0.0 

1.7 

1.7 

0.9 

1.2 

1.1 

6.7 

Gastric ca. 
KATO III 

0.4 

0.0 

0.8 

0.4 

0.2 

0.3 

0.4 

0.9 

Colon ca. 
SW-948 

0.0 

0.0 

0.2 

0.0 

0.2 

0.2 

0.3 

1.2 

Colon ca. 
SW480 

20.9 

9.5 

41.8 

39.0 

27.0 

23.3 

23.0 

33.7 

Colon ca.* 
(SW480 met) 
SW620 

13.3 

7.7 

16.4 

15.5 

12.8 

10.3 

6.1 

25.0 

Colon ca. 
IIT29 

0.2 

0.0 

0.0 

0.0 

0.2 

0.2 

0.0 

0.3 

Colon ca. 
HCT-116 

2.1 

1.6 

3.2 

3.8 

2.5 

2.0 j 

2.1 

4.3 

Colon ca. 
CaCo-2 

15.0 

10.4 

27.0 

22.2 

19.1 

16.7 

18.3 

38.2 

Colon cancer 

tlCCIIA 

9.0 

0.0 

11.0 

6.5 

11.9 

7.6 

7.7 

20.4 

Colon ca. 
SWI116 

1.3 

0.0 

2.5 

1.7 

2.0 

1.5 

1.8 

6.0 

Colon ca. 
Colo-205 

0.1 

0.0 

0.3 

0.2 

0.2 

0.0 

0.2 

0.8 

Colon ca. 
SW-48 

0.8 

0.0 

1.4 

1.3 

1.5 

1.5 

1.4 

2.6 

Colon Pool 

20.3 

0.0 

28.1 

28.7 

23.2 

18.7 

25.5 

20.6 
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Small 

Intestine 

Pool 

1 A A 
14.0 

0.0 

17.1 

t A C 

10.5 

1 1.2 

13.0 

12.8 

10.4 

Stomach 
Pool 

8.1 

0.0 

; 14.3 

6.2 

9.5 

9.3 

8.5 

10.7 

Bone 

Marrow Pool 

6.8 

0.0 

14.3 

1 1.3 

10.2 

8.7 

18.7 

12.5 

Fetal Heart 

10.1 

0.0 

25.5 

24.3 

24.5 

21.8 

33.7 

20.7 

Heart Pool 

28.7 

5.2 

29.7 

23.0 

25.9 

17.2 

33.7 

26.1 

Lymph Node 
Pool 

17.6 

0.0 

33.7 

30.4 

22.1 

23.7 

19.9 

24.7 

Fetal 

Skeletal 

Muscle 

31.9 

36.9 

54.3 

46.7 

48.6 

46.3 

19.1 

50.7 

Skeletal 
Muscle Pool 

17.4 

12.3 

29.3 

21.5 

29.5 

25.9 

22.1 

32.3 

Spleen Pool 

0.9 

0.0 

1.9 

2.0 

2.0 

1.7 

2.7 

3.1 

Thymus Pool 

4.4 

0.0 

10.4 

7.5 

8.1 

9.4 

7.7 

7.0 

CNS cancer 

(glio/astro) 

U87-MG 

9.8 

1.6 

14.9 

6.1 

10.7 

r. r^.nr-V 

10.0 

10.9 

14.1 

CNS cancer 

(glio/astro) 

U-II8-MG 

3.5 

0.0 

4.7 

2.9 

3.8 

3.1 

3.8 

5.8 

CNS cancer 
(neuro;met) 
SK-N-AS 

1.9 

0.0 

2.6 

1.7 

2.1 

1.0 

1.4 

2.6 

CNS cancer 
(astro) SF- 
539 

0.1 

0.0 

0.0 

0.2 

0.1 

0.2 

0.1 

0.1 

CNS cancer 
(astro) SNB- 
75 

8.1 

1.9 

14.9 

5.9 

6.5 

10.0 

11.7 

9.7 

CNS cancer 
(glio) SNB- 
19 

79.6 

84.1 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

CNS cancer 
(glio) SF-295 

8.2 

1.8 

11.3 

9.0 

8.0 

7.8 

8.2 

14.8 
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Brain 

(Amygdala) 
Pool 

3.7 

2.3 

7.7 

6.9 

6.2 

4.8 

8.0 

5.3 

Brain 

(cerebellum) 

12.0 

6.6 

19.8 

11.1 

10.7 

9.7 

8.8 

9.7 

Brain (fetal) 

J— * * Mill 11 vlU 1 I 

4.2 

3.0 

12.7 

11 5 

6 6 

5.6 

6.8 

6.4 

Brain 

(Hippocamp 
us) Pool 

7.5 

3.1 

11.7 

1 1 .0 

8.6 

6.9 

11.0 

10.2 

Cerebral 
Cortex Pool 

9.7 

1.7 

11.0 

7.5 

7.5 

0.7 

11.6 

8.7 

Brain 

(Substantia 
nigra) Pool 

7.4 

1.8 

1 1.7 

8.5 

10.4 

4.7 

10.0 

9.3 

Brain 

(Thalamus) 
Pool 

7.6 

0.0 

13.2 

10.0 

9.3 

0.2 

9.7 

8.7 

Brain 
(whole) 

6.1 

0.0 

10.6 

8.0 

5.8 

0.3 

5.6 

8.7 

Spinal Cord 
Pool 

10.1 

3.2 

14.7 

12.8 

11.0 

7.6 

12.2 

9.0 

Adrenal 
Gland 

3.5 

0.0 

9.9 

6.1 

3.9 

3.7 

4.8 j 

4.1 

Pituitary 
gland Pool 

0.9 

0.0 

1.1 

0.8 

1.2 | 

1.1 

, j 

1.4 

0.5 

Salivary 
Gland 

0.9 | 

! 

0.0 

.... j 

1.8 

1.1 

1.3 

0.9 

1.1 

1.0 

Thyroid 
(female) 

2.0 jO.O j 

3.1 

0.8 

2.5 

2.5 

1.9 

2.3 

Pancreatic 
ca. CAPA1M2 

0.5 lo.O 

0.8 

0.8 

0.7 

0.6 

0.7 

2.2 

Pancreas 
Pool 

— 1 — 

1.2 jO.O 

JL , , i 

2.0 

1.1 

1.1 

1.6 

3.2 

2.3 
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Tissue Name 

Rel. 

Exp.(%) 
Run 

218623570 

ReL 

Exp.(%) 
Ag6413, 
Run 

269239947 

RcL 

Exp.(%) 
Ag6428, 
Run 

268767535 

Rel. 

Exp.(%) 
Ag6430, 
Run 

268767563 

Rel. 

Exp.(%) 
Ag6431, 
Run 

268767577 

ReL 

Exp.(%) 
Ag6439, 
Run 

268760823 

Secondary Thl act 

io.i 

0.3 

1.3 

0.0 

0.7 

0.0 

Secondary Th2 act 

0.5 

0.3 

1.2 

0.0 

0.8 

0.0 

Secondary Trl act 

io.o 

0.0 

0.0 

0.0 

0.7 

0.0 

Secondary Thl rest 

:0.I 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary Th2 rest 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary Trl rest 

0.1 

0.3 

0.4 

0.0 

0.0 

0.0 

Primary Th 1 act 

0.0 

0.0 

oo 

0.0 

0.0 

0.0 

Primary Th2 act 

0.2 

0.4 

0.3 

0.0 

0.4 

0.0 

Primary Trl act 

A 1 

O.I 

A A 

0.0 

0.7 

0.0 

0.7 

0.0 

Primary Th 1 rest 

A A 

0.0 

A t\ 

0.0 

0.1 

0.0 

0.3 

1.2 

Primary Th2 rest 

0.0 

0.0 

0.4 

0.0 

0.2 

0.0 

Primary Trl rest 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

CD45RA CD4 
lymphocyte act 

0.4 

2.8 

5.4 

0.0 

2.4 

2.6 

CD45RO CD4 
lymphocyte act 

0.1 

2.2 

1.5 

0.0 

0.7 

2.3 

CD8 lymphocyte act | 

0.4 

0.9 

0.7 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

0.1 

0.0 

8.8 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte act 

0.0 

0.1 

0.4 

0.0 

0.3 

0.0 

CD4 lymphocyte 
none 

u. I 

A A 

0.0 

A C 

0.5 

A A 

0.0 

0.4 

0.0 

2ry 

Thl/Th2/Trl anti- 
CD95CH1! 

0.3 

0.2 

0.0 

0.0 

0.0 

1.2 

LAK cells rest 

5.6 

5.0 

11.8 

0.1 

3.8 

15.2 

LAK cells IL-2 

0.4 

3.3 

O.O 

0.0 

0.0 

0.0 

LAK cells IL-2+IL- 
12 

0.2 

3.0 

D.O 

0.0 

0.0 

0.0 
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LAK cells IL-2+IFN 
gamma 

L 

jo., 

0.3 

0.0 

0.0 

0.0 

0.0 

LAK cells IL-2+ IL- 
18 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells 
PMA/ionomycin 

4.5 

4.0 

15. 1 

0.1 

6.3 

9.0 

NK Cells IL-2 rest 

0.9 

0.1 

3.4 

0.0 

2.5 

1.4 

Two Way MLR 3 
day 

1.4 

1.1 

2.2 

0.0 

1.3 

1.4 

Two Way MLR 5 
day 

4.5 

0.9 

0.8 

0.0 

0.9 

0.0 

Two Way MLR 7 
day 

2.3 

0.7 

1.1 

0.0 

2.6 

3.7 

PBMC rest 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

PBMC PWM 

0.6 

0.0 

1.3 

0.0 

0.0 

0.0 

PBMC PHA-L 

0.3 

0.2 

0.6 

0.0 

0.7 

0.0 

Ramos (B cell) none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Ramos (B cell) 
ionomycin 

0.0 

0.0 

0.7 

0.0 

0.2 

0.0 

B lymphocytes 

r WM 

0.5 

0.0 

0.0 

0.0 

0.0 

0.0 

B lymphocytes 
CU4UL and IL-4 

0.2 j 

0.0 

0.9 

0.0 

0.0 

0.0 

bUL-l dbcAMr 

3.7 

2.6 

29.1 

A 1 

0.1 

O 1 

8.1 

/n O 

68.8 

FfM 1 AUr> A\AO 

PMA/ionomycin 

1.6 

0.7 

0.0 

0.0 

2.7 

1.8 

Dendritic cells none 

5.6 

3.1 

4.1 

0.0 

5.3 

0.0 

Dendritic cells LPS 

1.6 

0.3 

1.0 

0.0 

0.7 

0.0 

Dendritic cells anti- 
CD40 

2.0 

1.6 

0.5 

0.0 

0.2 

0.0 

Monocytes rest 

0.2 

0.0 

0.4 

0.0 

0.0 

0.0 

Monocytes LPS 

2.2 

3.3 

5.7 

0.0 

1.8 

2.6 

Macrophages rest 

0.9 

1.8 

0.6 

0.0 

0.6 

0.0 

Macrophages LPS j 

7.5 

4.0 

5.4 

0.1 

6.3 

9.2 

HUVECnone jo.l 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC starved jo.O 

0.0 

0.0 

0.0 

0.3 

0.0 
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HUVECIL-lbeta 

0.0 

0.0 

0.0 

0.0 

0.5 

0.0 

HUVEC I FN 
gamma 

:0.2 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC TNF alpha 
+ IFN gamma 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC TNF alpha 
+ IL4 

0.6 

0.0 

0.0 

0.0 

0.4 

0.0 

HUVEC IL- 11 

0.0 

0.0 

0.4 

0.0 

0.3 

0.0 

Lung Microvascular 
EC none 

0.2 

0.3 

0.4 

0.0 

0.0 

0.0 

Lung Microvascular 
EC TNFalpha + !L- 
Ibeta 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Microvascular 
Dermal EC none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Microsvasular 
Dermal EC 
TNFalpha + 1L- 
Ibeta 

0.1 

0.0 

0.0 

0.0 

0.0 

f 

0.0 

Bronchial 
epithelium 
TNFalpha +IL Ibeta 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium none 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium 
TNFalpha + IL- 
Ibeta 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

Coronery artery 
SMC rest 

0.1 

0.6 

0.0 

0.0 

0.0 

0.0 

Coronery artery 
SMC TNFalpha + ; 
I L- Ibeta 

0.4 

0.9 

0.3 

0.0 

1.5 

0.0 

Astrocytes rest 

67.8 

97.3 

100.0 

12.0 

100.0 

100.0 

Astrocytes 
TNFalpha + IL- 
Ibeta 

100.0 

100.0 

97.3 

100.0 

74.7 

95.9 

KU-8 12 (Basophil) 
rest 

0.1 

0.0 

0.0 

0.0 

0.4 

0.0 

KU-8 12 (Basophil) 
PMA/ionomycin 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 
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CCD1 106 

(Keratinocytes) none 

0.2 

0.0 

0.0 

0.0 

0.8 

0.0 

CCD 1106 
(Keratinocytes) 
TNFalpha + 1L- 
lbeta 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

Liver cirrhosis 

2.3 

7.2 

2.6 

i 

0.0 

6.7 

8.5 

NCI-H292 none 

0.3 

0.3 

1.7 

0.0 

0.6 

0.0 

NCI-H292 1L-4 

A ■> 

0.3 

0.0 

A A 

0.0 

A A 

0.0 

KJ.D 

ft ft 
u.u 

NCI-H292 IL-9 

a 'y 

0.3 

0.0 

0.7 

0.0 

A C 

0.5 

ft ft 

u.u 

NC1-H292 IL-13 

0.6 

0.6 

0.9 

0.0 

0.9 

0.0 

NCI-H292 I FN 
gamma 

0.2 

0.0 

0.5 

0.0 

0.6 

0.0 

HPAEC none 

A A 

0.0 

0.3 

A A 

0.0 

A A 

0.0 

ft ft 

ft ft 

u.u 

HPAEC TNFalpha 
+ IL-1 beta 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

Lung fibroblast none 

29.7 

62.9 

95.9 

0.2 

65.5 

94.0 

Lung fibroblast TNF 
alpha + JL-1 beta 

16.0 

36.9 

48.6 

0.1 

39.8 

62.9 

Lung fibroblast IL-4 

26.1 

28.7 

27.4 

0.1 

21.2 

34.9 

Lung fibroblast IL-9 

28.5 

42.0 

24.0 

0.1 

26.8 

96.6 

Lung fibroblast IL- = 
13 

31.6 

14.6 

11.9 

0.0 

10.4 

13.4 

Lung fibroblast IFN 
gamma 

20.4 

32.8 

55.9 

0.2 

46.3 

89.5 

Dermal fibroblast 
CCD 1070 rest 

2.5 

2.9 

6.0 

0.0 

6.3 

4.1 

Dermal fibroblast 
CCD 1070 TNF 
alpha 

1.1 

1.3 

2.7 

0.0 

0.8 

2.3 

Dermal fibroblast 
CCD1 070 IL-1 beta 

1.9 

2.9 

5.6 

0.0 

1.3 

0.0 

Dermal fibroblast 
IFN gamma 

9.3 

20.3 

30.6 

0.1 

20.2 

26.6 

Dermal fibroblast 
IL-4 

10.7 

14.6 

30.8 

0.1 

19.8 

25.5 

Dermal Fibroblasts 
rest 

24.8 

42.3 

54.3 

0.1 

46.7 

47.3 
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Neutrophils 
TNFa+LPS 

0.7 

0.0 

0.9 

0.0 

0.4 

0.0 

Neutrophils rest 

0.1 

0.0 

0.0 

0.0 

0.3 

0.0 

Colon 

7.9 j 

4.7 

4.6 

0.0 

9.5 

8.4 

Lung 

2.2 

1.2 

2.8 

0.0 

4.6 

2.1 

Thymus 

3.1 

0.8 

0.0 

0.0 

0.4 

2.4 

Kidney 

4, | 

4.4 

7.8 

0.1 

9.7 

5.2 


Table AKP . general oncology screening panel_v_2.4 


Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
260281959 

ReL Exp.(%) 
Ag6442, Run 
[264979180 

Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
260281959 

ReL Exp.(%) 
Ag6442, Run 
264979180 

Colon cancer 1 

12.1 

22.7 

Bladder NAT 2 

1.7 

1.4 

Colon NAT 1 

100.0 

100.0 

Bladder NAT 3 

0.2 

4.8 

Colon cancer 2 

6.5 

0.0 

Bladder NAT 4 

27.0 

66.0 

Colon NAT 2 

8.0 

15.1 

Prostate 

adenocarcinoma 1 

9.2 

7.5 

Colon cancer 3 

7.4 

2.8 

Prostate 

adenocarcinoma 2 

3.5 

8.0 

Colon NAT 3 

39.8 

40.1 

Prostate 

adenocarcinoma 3 

14.3 

9.0 

Colon malignant 
cancer 4 

15.0 

9.5 

Prostate 

adenocarcinoma 4 

16.4 

9.1 

Colon NAT 4 

3.5 

0.9 

Prostate NAT 5 

16.8 

9.9 

Lung cancer 1 

1.4 

6.6 

Prostate 

adenocarcinoma 6 

3.2 

7.7 

Lung NAT 1 

0.6 

0.0 

Prostate 

adenocarcinoma 7 

9.2 

17.3 

Lung cancer 2 

26.6 

15.9 

Prostate 

adenocarcinoma 8 

3.0 

0.0 

Lung NAT 2 

2.7 

0.0 

Prostate 

adenocarcinoma 9 

27.0 

33.9 

Squamous cell 
carcinoma 3 

5.6 

8.3 

Prostate NAT 10 

3.8 

4.9 

Lung NAT 3 

0.8 

0.0 

Kidney cancer 1 

24.0 

16.5 

Metastatic 
melanoma 1 

27.2 

49.0 

Kidney NAT 1 

15.6 

7.2 
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ivieianoma z 

2 . 5 

1 1 
1.1 

Kidney cancer 2 

G1 A 

73.7 

N/1 p 1 a n Am a "X 
jviciaiiuiilcl J 

£0.0 

1 J.O 

kfiHnpv "WAT 9 

22.1 

19.2 

Metastatic 
melanoma 4 

33.9 

24.0 

Kidney cancer 3 

27.0 

21.3 

Metastatic 
melanoma 5 

34.6 

31.4 

Kidney NAT 3 

9.3 

11.4 

Bladder cancer 1 

1-3 

2.1 

Kidney cancer 4 

20.0 

25.7 

Bladder NAT 1 j 

0.0 

0.0 

Kidney NAT 4 

8.2 

14.9 

Bladder cancer 2 j 

8.7 

19.3 


-.. i 


CNS_neurodegeneration_vl.O 
Summary: Ag4983/Ag6413/Ag6428/Ag6430/Ag6431/Ag6439/Ag6442 Seven 
experiments with different probe and primer sets are in excellent agreement. This panel 
confirms the expression of this gene at low levels in the brains of an independent group of 


5 individuals. However, no differential expression of this gene was detected between 
Alzheimer's diseased postmortem brains and those of non-demented controls in this 
experiment. See Panel 1.4 for a discussion of this gene in treatment of central nervous 
system disorders. 

General _screcning_panel_vl.4 Summary: Ag4983 Highest expression of this 
10 gene is detected in a brain cancer SNB-19 cell line (CT=28). Moderate to low levels of 
expression of this gene is also seen in a number of cancer cell lines derived from gastric, 
colon, lung, renal, breast, ovarian, prostate, melanoma and brain cancers. Thus, expression 
of this gene could be used as a marker to detect the presence of these cancers. Furthermore, 
therapeutic modulation of the expression or function of this gene may be effective in the 
15 treatment of pancreatic, gastric, colon, lung, liver, renal, breast, ovarian, prostate, squamous 
cell carcinoma, melanoma and brain cancers. 

Among tissues with metabolic or endocrine function, this gene is expressed at 
moderate levels in pancreas, adipose, adrenal gland, thyroid, pituitary gland, skeletal 
muscle, heart and the gastrointestinal tract. Therefore, therapeutic modulation of the activity 
20 of this gene may prove useful in the treatment of endocrine/metabolically related diseases, 
such as obesity and diabetes. 

In addition, this gene is expressed at moderate levels in all regions of the central 
nervous system examined, including amygdala, hippocampus, substantia nigra, thalamus, 
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cerebellum, cerebral cortex, and spinal cord. Therefore, therapeutic modulation of this gene 
product may be useful in the treatment of central nervous system disorders such as 
Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, schizophrenia and 
depression. 

5 General_scrcening_panel_vl.5 Summary: Ag6442 Highest expression of this 

gene is seen in skeletal muscle (0^28). Expression of this gene is higher in adult (CT=28) 
as compared to the fetal skeletal muscle (CT=3 1). Therefore, expression of this gene may be 
used to distinguish fetal from adult skeletal muscle. 

In addition moderate to low levels of expression of this gene is also seen in all the 
10 regions of central nervous system, in tissues with metabolic/endocrine functions and in a 
number of cancer cell lines derived from melanoma, brain, colon, lung, and ovarian cancers. 
This expression pattern is consistent with the expression seen in panel 1 .4. See panel 1 .4 for 
further discussion on the utility of these genes. 

General_screening_panel_vl .6 

1 5 Summary: Ag641 3/Ag6424/Ag6428/Ag6430/Ag643 !/Ag6439/Ag6964 Eight experiments 
with seven different probe and primer sets are in very good agreement. Highest expression 
of this gene is detected in a ovarian cancer IGROV-1 cell line and brain cancer SNB-19 cell 
lines (CTs=25-33.7). In addition, consistent with expression seen in panel 1.4, moderate to 
low levels of expression of this gene is also seen in all the regions of central nervous 

20 system, tissues with metabolic/endocrine functions, and number of cancer cell lines. See 
panel 1.4 for further discussion of this gene. 

Ag6429 Expression of this gene is low/undetectable (CTs > 35) across all of the 
samples on this panel (data not shown). 

Panel 4. ID 

25 Summary: Ag4983/Ag64l3/Ag6428/Ag6430/Ag6431/Ag6439/Ag6442 Highest 
expression of this gene is detected in both resting and cytokine activated astrocytes 
(CTs=22-33.5). Therefore, therapeutic modulation of this gene or the design of therapeutics 
with the encoded protein could be important in the treatment of multiple sclerosis or other 
inflammatory diseases of the CNS. 

30 In addition, moderate to low levels of expression of this gene is also seen in resting 

and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
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colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 
functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
5 erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Low levels of expression of this gene is also seen in liver cirrhosis. Therefore, 
antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. 

Ag6424 Expression of this gene is low/undetectable (CTs > 35) across all of the 
10 samples on this panel (data not shown). 

general oncology screening panel_v_2.4 Summary: Ag4983/Ag6442 Two 
experiments with different probe and primer sets are in excellent agreement. Highest 
expression of this gene is seen in normal colon (CTs=29-32). Expression of this gene in 
normal colon is higher than in the corresponding cancer samples (CTs=32-34). Therefore, 
1 5 expression of this gene may be used to distinguish between these two samples. 

Moderate expression of this gene is seen in both normal and cancer samples derived 
from colon, lung, bladder, prostate and kidney, as well as, in melanomas. Expression of this 
gene seems to be higher in kidney and lung cancers as compared to the corresponding 
normal adjacent samples. Therefore, expression of this gene may be used as marker to 
20 detect the presence of lung and kidney cancers. Furthermore, therapeutic modulation of this 
gene may be useful in the treatment of melanoma, colon, lung, bladder, prostate and kidney 
cancers. 

AL. CG56054-03: Integrin alpha 7-like protein. 

Expression of gene CG56054-03 was assessed using the primer-probe sets Ag6424, 
25 Ag6425, Ag6428, Ag6430 and Ag6432, described in Tables ALA, ALB, ALC, ALD and 
ALE. Results of the RTQ-PCR runs are shown in Tables ALF, ALG and ALH. 


Table ALA . Probe Name Ag6424 


Primers 

Sequences 

Length jstart Position 

SEQ ID No 

Forward 

5 • - ttgggttctgccagca-3 • 

16 (742 

444 
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Probe 

TET- 5 ' - 

cacagctgccgccttctccc-3 1 - 
TAMRA 

20 

761 

445 

Reverse 

5 1 -aaaagcaaccccttccaa-3 1 

18 

824 

446 


Table ALB . Probe Name Ag6425 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -cggatgcacaccccat-3 * 

16 

1981 

447 

Probe 

TET- 5' - 

catcccgagctgggcccc-3 ' - 
TAMRA 

18 

2013 

448 

Reverse 

5 ' -gccctggatgcccat-3 * 

15 

2032 

449 


Table ALC . Probe Name Ag6428 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' -cttcatctaccatgggagca- 
3' 

20 

1394 

450 

Probe 

TET- 5 ' - 

ccttcacaggtgctggagggc- 
3 ' -TAMRA 

21 

1434 

45 1 

Reverse 

5 1 -agggagtagccgaagctct- 
3' 

19 

1471 

452 


Table ALP . Probe Name Ag6430 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -gtgaccaacattgatagctcaga- 
3 ' 

23 

843 

453 

Probe 

TET- 5 ' - 

ccccgaccagctggtgtataaaactttg 
-3 ' -TAMRA 

28 

866 

454 

Reverse 

5 ' -gggagccggtcagca-3 ' 

15 

899 

455 


5 Table ALE . Probe Name Ag6432 


Primers 

Sequences 

Length 

Start 
Position 

SEQ \to No 

Forward 

5 ' - 

gaccttgtcctacagtctccagac- 
3' 

24 

1934 

456 
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Probe 

TET- 5 1 

tgcacaccccatcctggctgct- 
3 ' -TAMRA 

22 

1985 

457 

Reverse 

5 ' -gctcgggatgcccgt-3 1 

15 

2008 

458 


Table ALF . CNSneurodegenerationvl.O 



Rcl. Exp.(%) 

Rel. Exp.(%) 

Tissue Name 

Ag6428, Run 

Ag6430, Run 


266937081 

266937085 

AD 1 Hippo 

18.0 

20.0 

AD 2 Hippo 

32.3 

48.0 

AD 3 Hippo 

3.7 

11.6 

AD 4 Hippo 

10.7 

17.1 

AD 5 hippo 

53.2 

39.2 

AD 6 Hippo 

100.0 

100.0 

Control 2 Hippo 

18.7 

17.9 

Control 4 Hippo 

27.0 

38.4 

Control (Path) 3 Hippo 

4.6 

10.2 

AD 1 Temporal Ctx 

12.9 

12.1 

AD 2 Temporal Ctx 

31.0 

36.6 

AD 3 Temporal Ctx 

6.0 

1 1.7 

AD 4 Temporal Ctx 

20.2 

15.6 

AD 5 Inf Temporal Ctx 

39.2 

43.8 

AD 5 SupTemporal Ctx 

42.0 

56.6 

AD 6 Inf Temporal Ctx 

493 

40.9 

AD 6 Sup Temporal Ctx 

48.3 

44.1 

Control 1 Temporal Ctx 

12.9 

11.9 

Control 2 Temporal Ctx 

18.2 

16.7 

Control 3 Temporal Ctx 

9.6 

13.0 

Control 4 Temporal Ctx 

15.2 

18.9 

Control (Path) 1 Temporal 

Ctx 1 

27.0 

32.5 

Control (Path) 2 Temporal 
Ctx 

16.0 

19.5 
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Control (Path) 3 Temporal 
Ctx 

7.5 

12.9 

Control (Path) 4 Temporal 
Ctx 

1 /.I 


AD 1 Occipital Ctx 

10.2 

16.2 

AD 2 Occipital Ctx (Missing) 

0.0 

0.0 

AD 3 Occipital Ctx 

6.4 

11.7 

AD 4 Occipital Ctx 

13.0 

12.6 

ADS Occipital Ctx 

25.3 

16.7 

AD 6 Occipital Ctx 

20.2 

17.8 

Control 1 Occipital Ctx 

6.0 

1 1.3 

Control 2 Occipital Ctx 

26.4 

24.8 

Control 3 Occipital Ctx 

10.7 

16.4 

i^oniroi ** uccipiiai v^ix 

\ z.u 

10 1 

1 Z. 1 

Ctx 

35.6 

32.8 

Control (Path) 2 Occipital 
Ctx 

6.7 

9.6 

Control (Path) 3 Occipital 
Ctx 

5.4 j 

8.4 

Control (Path) 4 Occipital 
Ctx j 

I J.Z 


Control 1 Parietal Ctx 

8.8 

15.2 

Control 2 Parietal Ctx 

34.4 

39.5 

Control 3 Parietal Ctx 

11.5 

14.5 

Control (Path) 1 Parietal Ctx 

34.2 

33.4 

Control (Path) 2 Parietal Ctx 

19.6 

20.0 

Control (Path) 3 Parietal Ctx 

3.9 

15.0 

Control (Path) 4 Parietal Ctx 

24.8 

28.3 

Table A LG. General screening panel vl.6 


Tissue Name 

Rel. Exp.(%) 
Ag6424, Run 
277221719 

Rel. Exp.(%) 
Ag6425, Run 
277221721 

Rel. Exp.(%) 
Ag6428, Run 
277222439 

Rel. Exp.(%) 
Ag6430, Run 
277222443 

Adipose j 

0.0 

2.6 

20.0 

8.2 
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Melanoma* 
Hs688(A).T 

0.0 

o.o 

2.0 

0.5 

Melanoma* 
Hs688(B).T 

1 0.0 

_ , — „., 

0.2 

4.1 

0.6 

Melanoma* M14 

io.o 

0.0 

0.7 

0.7 

Melanoma* LOXIMVI 

0.0 

0.0 

0.1 

0.0 

Melanoma* SK-MEL-5 

0.0 

2.2 

30.4 

22.5 

Squamous cell 
carcinoma SCC-4 

0.0 

0.0 

0.1 

0.3 

Testis Pool 

0.0 

3.5 

8.8 

4.2 

Prostate ca.* (bone 
met) PC-3 

A A 

0.0 

A C 

Z.J 

1 A 

Prostate Pool 

0.0 

1.0 

11.5 

8.5 

Placenta 

0.0 

0.0 

0.7 

0.1 

Uterus Pool 

0.0 

1.5 

4.5 

2.6 

Ovarian ca. OVCAR-3 

0.0 

0.3 

1.1 

0.8 

Ovarian ca. SK-OV-3 

0.0 

- 

0.2 

1.7 

1.5 

Ovarian ca. OVCAR-4 

0.0 

0.0 

0.9 

0.5 

Ovarian ca. OVCAR-5 

0.0 

1.3 

2.9 

1.5 

Ovarian ca. IGROV-1 

100.0 

100.0 

77.9 

90.8 

Ovarian ca. OVCAR-8 

5.6 

21.9 

14.0 

11.9 

Ovary 

0.0 

0.3 

5.2 

2.1 

Breast ca. MCF-7 

0.0 

0.0 

0.3 

0.4 

Breast ca. MDA-MB- ! 
231 

ft ft 

n n 

ft d 

0 4 

Breast ca. BT 549 

0.0 

0.0 

0.5 

0.3 

Breast ca. T47D 

0.0 

0.0 

0.5 

0.3 

Breast ca. MDA-N 

0.0 

0.0 

0.7 

0.7 

Breast Pool 

0.0 

4.1 

21.8 

19.5 

Trachea 

0.0 

0.7 

8.4 

2.9 

Lung 

0.0 

0.7 

2.3 

1.3 

Fetal Lung 

0.0 

0.3 

9.1 

4.0 

Lungca.NCI-N417 

2.0 

0.9 

3.5 

2.7 
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Lung ca. LX-1 

3.1 

2.7 

6.5 

7.0 

Lungca. NCI-HI46 

0.0 

0.0 

|0.3 

0.5 

Lungca. SHP-77 

2.3 

0.4 

[6.8 

6.3 

Lung ca. A549 

0.0 

2.6 

0.9 

0.3 

Lung ca. NCI-H526 

0.0 

0.0 

0.9 

0.7 

Lungca. NCI-H23 

0.0 

1.0 

4.6 

4.5 

Lungca. NCJ-H460 

0.0 

0.0 

[0.2 

0.2 

Lungca. HOP-62 

0.0 

0.0 

0.5 

0.6 

Lungca. NCI-H522 

0.0 

0.6 

2.3 

2.4 

Liver 

0.0 

0.0 

0.0 

0.1 

Fetal Liver 

0.0 

0.3 

AA 

0.6 

Liver ca. HepG2 

0.0 

0.3 

0.2 

01 

Kidney Pool 

6.5 

0.0 ]47.0 

34.9 

Fetal Kidney 

0.0 

0.0 

4.9 

5.1 

Renal ca. 786-0 

0.0 

0.0 

0.2 

0.2 

Renal ca. A498 

0.0 

1.8 

0.2 

0.1 

Renal ca. ACHN 

0.0 

0.5 

2.5 

0.7 

Renal ca. UO-31 0.0 

0.0 

0.5 

0.3 

- — t 1 

Renal ca.TK-10 jO.O 

0.4 

3.1 

2.5 

Bladder 

0.0 

0.0 

5.9 

3.0 

Gastric ca. (liver met.) 
NCI-N87 

0.0 

0.0 

1.7 

1.7 

Gastric ca. KATO 111 

0.0 

0.5 

0.8 

0.4 

Colon ca. SW-948 

0.0 

1.5 

0.2 

0.0 

Colon ca. S W480 

9.5 

5.2 

41.8 

39.0 

Colon ca.* (SW480 
met) S W620 

7.7 

4.8 

16.4 

15.5 

Colon ca. HT29 

0.0 

0.0 

0.0 

0.0 

Colon ca.HCT-l 16 : 

1.6 

0.2 

3.2 

3.8 

Colon ca. CaCo-2 

10.4 

3.6 

27.0 

22.2 

Colon cancer tissue 1 

0.0 

3.3 

11.0 

6.5 

Colon ca. SWI11 6 

0.0 

3.0 

2.5 

1.7 
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Colon ca. Colo-205 

0.0 

0.4 

0.3 

0.2 

Colon ca. SW-48 

0.0 

3.6 

1.4 

1.3 

Colon Pool 

0.0 

5.0 

28.1 

28.7 

Small Intestine Pool 

0.0 

1.7 

17.1 

10.5 

Stomach Pool 

0.0 

2.3 

14.3 

6.2 

Bone Marrow Pool 

0.0 

1.6 

14.3 

11.3 

Fetal Heart 

0.0 

2.3 

25.5 

24.3 

Heart Pool 

5.2 

7.0 

29.7 

23.0 

Lymph Node Pool 

0.0 

6.1 

33.7 

30.4 

Fetal Skeletal Muscle 

36.9 

5.2 

54.3 

46.7 

Skeletal Muscle Pool 

12.3 

9.2 

29.3 

21.5 

Spleen Pool 

0.0 

0.0 

1.9 

2.0 

Thvmnc Pnrtl 
i nyiiiub i uui 

0 0 

2.0 

10.4 

7.5 

CNS cancer (glio/astro) 

1.6 

1.5 

14.9 

6.1 

CNS cancer (glio/astro) 

\J- 1 1 O IVIVJ 

0.0 

0.3 

4.7 

2.9 

CNS cancer 

^1 ICLIl U,l IlCly OI\.*JN"*rVO 

0.0 

0.0 

2.6 

1.7 

CNS cancer fastrrA SF- 

539 

0.0 

0.0 

0.0 

0.2 

CNS cancer (astro) 
SNB-75 

1.9 

1.1 

14.9 

5.9 

CNS cancer (glio) 
SNB-19 

84.1 

79.0 

100.0 

100.0 

CNS cancer (glio) SF- 
295 

1.8 

0.0 

11.3 

9.0 

t>rain (Amygaaiaj rooi ; 

Z.J 

U.o 

7 7 

6 9 

Brain (cerebellum) 

6.6 

0.4 

19.8 

n.i 

Brain (fetal) 

3.0 

0.7 

12.7 

11.5 1 

Brain (Hippocampus) 
Pool 

3.1 

3.2 

11.7 

11.0 

Cerebral Cortex Pool 

1.7 

0.6 

11.0 

7.5 

Brain (Substantia nigra) 
Pool 

1.8 

2.2 

11.7 

8.5 j 
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Brain (Thalamus) Pool 

0.0 

2.7 

13.2 

1 0.0 

Brain (whole) 

0.0 

0.4 

10.6 

8.0 

Spinal Cord Pool 

3.2 

2.3 

14.7 

12.8 

Adrenal Gland 

0.0 

0.3 

9.9 

6.1 

Pituitary gland Pool 

0.0 

0.0 

1.] 

0.8 

Salivary Gland 

0.0 

0.0 

1.8 

1.1 

Thyroid (female) 

0.0 

0.3 

3.1 

0.8 

Pancreatic ca. 
CAPAN2 

0.0 

0.0 

0.8 

0.8 

Pancreas Pool 

0.0 

0.0 

2.0 

1.1 


Table ALH . Panel 4. ID 


Tissue Name 

Rel. Exp.(%) 
Ag6425, Run 
268713999 

Rcl. Exp.(%) 
Ag6428, Run 
268767535 

Rel. Exp.(%) 
Ag6430, Run 
268767563 

Secondary Th 1 act 

u.u 

1 .3 

U.U 

Secondary Th2 act 

0.0 

1.2 

0.0 

Secondary Trl act 

0.0 

0.0 

0.0 

Secondary Thl rest 

0.0 

0.0 

0.0 

Secondary Th2 rest 

0.0 

o.o 

0.0 

Secondary Trl rest 

0.0 

0.4 

0.0 

Primary Thl act 

0.0 

0.0 

0.0 

Primary Th2 act 

0.0 

0.3 

0.0 

Primary Trl act 

0.0 

0.7 

0.0 

Primary Thl rest 

0.0 

0.1 

0.0 

Primary Th2 rest 

0.0 

0.4 

0.0 

Primary Trl rest 

0.0 

0.0 

0.0 

CD45RA CD4 lymphocyte act 

0.0 

5.4 

0.0 

CD45RO CD4 lymphocyte act 

0.0 

1.5 

0.0 

CD8 lymphocyte act 

0.0 

0.7 

0.0 

Secondary CD8 lymphocyte 
rest 

0.0 

8.8 

0.0 

Secondary CD8 lymphocyte 
act 

0.0 

0.4 

0.0 
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CD4 lymphocyte none 

0.0 

0.5 

0.0 

2ryThl/Th2/Tr1 anti-CD95 
CHI1 

0 0 

(1 0 

0 f> 

LAK cells rest 

2.7 

11.8 

0.1 

LAK cells IL-2 

0.0 

0.0 

0.0 

LAK cells 1L-2+IL-12 

0.0 

0.0 

0.0 

LAK cells IL-2+IFN gamma 

0.0 

0.0 

0.0 

LAK cells 1L-2+IL- 18 

0.0 

0.0 

0.0 

LAK cells PMA/ionomycin 

15.7 

15.1 

0.1 

NK Cells IL-2 rest 

0.0 

3.4 

0.0 

Two Way MLR 3 day 

0.0 

2.2 

0.0 

Two Way MLR 5 day 

0.0 

0.8 

0.0 

Two Way MLR 7 day 

13.2 

I.I 

0.0 

PBMC rest 

0.0 

0.0 

0.0 

PBMC PWM 

0.0 

1.3 

0.0 

PBMC PHA-L 

0.0 

0.6 

0.0 

Ramos (B cell) none 

0.0 

0.0 

0.0 

Ramos (B cell) ionomycin 

0.0 

0.7 

0.0 

B lymphocytes PWM 

0.0 

0.0 

0.0 

B lymphocytes CD40L and IL- 
4 

0.0 

0.9 

0.0 

EOL-I dbcAMP 

9.1 

29.1 

0.1 

EOL-1 dbcAMP 
PMA/ionomycin 

0.0 

0.0 

0.0 

Dendritic cells none 

13.8 

4.1 

0.0 

Dendritic cells LPS 

0.0 

1.0 

0.0 

Dendritic cells anti-CD40 

3.3 

0.5 

0.0 

Monocytes rest 

0.0 

0.4 

0.0 

Monocytes LPS 

0.0 

5.7 

0.0 

Macrophages rest 

0.0 

0.6 

0.0 

Macrophages LPS 

0.0 

5.4 

0.1 

HUVEC none 

0.0 

0.0 

0.0 
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HUVEC starved 

0.0 

0.0 

0.0 

HUVECIL-lbeta 

0.0 

0.0 

0.0 

HUVEC IFN gamma 

|o.o 

0.0 

0.0 

HUVEC TNF alpha +1 FN 
gamma 

p.o 

0.0 

0.0 

HUVEC TNF alpha + IL4 

0.0 

0.0 

0.0 

HUVEC IL-1 1 

(o.o 

0.4 

0.0 

Lung iviii;ruvai>cuidr cv_. none 

n n 


0 0 

f liner IV/lif rrkvacr*! ilnr Pf^ 
l_«Uli£ ivi IV/I UVdotUldl E*\-* 

TNFalpha + IL- 1 beta 

0.0 

0.0 

0.0 

N/Hfrnvacriilar Piprmal Pf"* 

none 

0.0 

0.0 

0.0 

Microsvasular Dermal EC 
TNFalpha + IL-! beta 

p.o 

0.0 

0.0 

Bronchial epithelium 
TNFalpha+lLlbeta 

0.0 

0.0 

0.0 

Small airway epithelium none 

0.0 

0.0 

0.0 

Small airway epithelium 
TNFalpha* IL-1 beta 

0.0 

0.0 

0.0 

Coronery artery SMC rest 

0.0 

0.0 

0.0 

Coronery artery SMC 
TNFalpha + IL-1 beta 

6.2 

0.3 

0.0 

Astrocytes rest 

100.0 

100.0 

12.0 

Astrocytes TNFalpha + IL- 
Ibeta 

74.2 

97.3 

100.0 

K.U-o lz (Basophil) rest 

0.0 

0.0 


KU-812 (Basophil) 
PMA/ionomycin 

0.0 

0.0 

0.0 

CCD1 106 (Keratinocytes) none 

0.0 

0.0 

0.0 

CCD1 106 (Keratinocytes) 
TNFalpha + IL-1 beta 

0.0 

0.0 

0.0 

Liver cirrhosis 

4.6 

2.6 

0.0 

NCI-H292 none 

0.0 

1.7 

0.0 

NCI-H292 IL-4 

0.0 

0.0 

0.0 i 

NC1-H292 IL-9 

0.0 

0.7 

0.0 
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NCI-H292 IL-13 

0.0 

0.9 

0.0 

NCI-H292 I FN gamma 

0.0 

0.5 

0.0 

HPAEC none 

0.0 

0.0 

0.0 

HPAEC TNF alpha + IL-I beta 

0.0 

0.0 

0.0 

Lung fibroblast none 

31.4 

95.9 

0.2 

Lung fibroblast 1 Nr alpha + 
IL-I beta 

22.2 

48.6 

0.1 

Lung Fibroblast IL-4 

19.1 

27.4 

0.1 

Lung fibroblast IL-9 

23.5 

24.0 

0.1 

Lung fibroblast IL-13 

4.5 

11.9 

0.0 

Lung fibroblast IFN gamma 

15.7 

55.9 

0.2 

Dermal fibroblast CCD! 070 
rest 

0.0 

6.0 

0.0 

Dermal tibroblast CCDI070 
TNF alpha 

0.0 

2.7 

0.0 

Dermal fibroblast CCD1070 
IL-1 beta 

0.0 

5 6 

0 0 

Dermal fibroblast IFN gamma 

8.5 

30.6 

0.1 

Dermal fibroblast IL-4 

4.1 

30.8 

0.1 

Dermal Fibroblasts rest 

8.0 

54.3 

0.1 

Neutrophils TNFa+LPS 

0.0 

0.9 

0.0 

Neutrophils rest 

0.0 

0.0 

0.0 

Colon 

4.0 

4.6 

0.0 

Lung 

0.0 

2.8 

0.0 

Thymus 

0.0 

0.0 

0.0 

Kidney 

4.9 

7.8 

0.1 


CNS_neurodegeneration_vLO Summary: Ag6428/Ag6430 This panel confirms 
the expression of this gene at low levels in the brains of an independent group of 
individuals. However, no differential expression of this gene was detected between 
Alzheimer's diseased postmortem brains and those of non-demented controls in this 


5 experiment. See Panel 1 .4 for a discussion of this gene in treatment of central nervous 
system disorders. 
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General_screening_panel_vl.6 Summary: Ag6424/Ag6425/Ag6428/Ag6430 
Highest expression of this gene is detected in a ovarian cancer IGROV-] cell line and brain 
cancer SNB-19 cell lines (CTs=25-31). In addition, consistent with expression seen in panel 
1.4, moderate to low levels of expression of this gene is also seen in all the regions of 
5 central nervous system, tissues with metabolic/endocrine functions, and number of cancer 
cell lines. See panel 1 .4 for further discussion of this gene. 

Panel 4.1D Summary Ag6425/Ag6428/Ag6430 Highest expression of this gene is 
detected in both resting and cytokine activated astrocytes (CTs=22-33.5). Therefore, 
therapeutic modulation of this gene or the design of therapeutics with the encoded protein 
10 could be important in the treatment of multiple sclerosis or other inflammatory diseases of 
the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 
1 5 functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Ag6424/Ag6432 Expression of this gene is low/undetectable (CTs > 35) across all 
20 of the samples on this panel (data not shown). 

AM. CG56054-04: Integrin alpha 7-like protein. 

Expression of gene CG56054-04 was assessed using the primer-probe sets Ag6424, 
Ag6427, Ag6430 and Ag6434, described in Tables AMA, AMB, AMC and AMD. Results 
of the RTQ-PCR runs are shown in Tables AME, AMF and AMG. 

25 Table AMA . Probe Name Ag6424 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' - ttgggttctgccagca-3 » 

16 

742 

459 

Probe 

TET- 5 ' - 

cacagctgccgccttctccc-3 ■ - 
TAMRA 

20 

761 

460 

Reverse 

5 ' -aaaagcaaccccttccaa-3 • 

18 

824 

461 
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Table AMB . Probe Name Ag6427 


1 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' -cttcatctaccatgggagca- 
3' 

20 

1394 

462 

Probe 

TET-5 ' - 

ccttcacaggtgctggagggc- 
3 • -TAMRA 

21 

1434 

463 

Reverse 

5 * -ccctggatgcccatc-3 1 

15 

1484 

464 


Table AMC . Probe Name Ag6430 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -gtgaccaacattgatagctcaga- 
3 ■ 

23 

843 

465 

Probe 

. - - ; 

TET- 5 * - 

ccccgaccagctggtgtataaaactttg 
-3 ' -TAMRA 

28 

866 

466 

Reverse \s ' -gggagccggtcagca-3 1 

15 

899 

467 


Table AMD . Probe Name Ag6434 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -cctttgatggtgatgggaa-3 ' 

19 

1372 1 

468 

Probe 

TET-5 ' - 

cttcatctaccatgggagcagcctg- 
3 ■ -TAMRA 

25 

1394 j 

469 

Reverse 

5 ' -gctcgggatgcccac-3 1 

15 

1461 

470 


5 Table AME . CNS_neurodegeneration_v 1 .0 


Tissue Name 

Rel. Exp.(%) 
Ag6430, Run 
266937085 

Rel. Exp.(%) 
Ag6434, Run 
269253996 

Tissue Name 

Rel. Exp.(%) 
Ag6430, Run 
266937085 

Rel. Exp.(%) 
Ag6434, Run 
269253996 

AD 1 Hippo 

20.0 

17.3 

Control (Path) 3 
Temporal Ctx 

12.9 

9.2 

AD 2 Hippo 

48.0 

33.0 

Control (Path) 4 
Temporal Ctx 

19.8 

13.8 

AD 3 Hippo 

11.6 

3.4 

AD 1 Occipital 
Ctx 

16.2 

8.4 
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AD 4 Hippo 

17.1 

9.0 

AD 2 Occipital 
Ctx (Missing) 

0.0 

0.0 

ADS hippo 

39.2 

66.4 

AD 3 Occipital 
Ctx 

11.7 

3.8 

AD 6 Hippo 

100.0 

100.0 

AD 4 Occipital 
Ctx 

12.6 

1.4 

Control 2 Hippo 

17.9 

23.3 

AD 5 Occipital 
Ctx 

16.7 

21.3 

Control 4 Hippo 

38.4 

26.6 

AD 6 Occipital 
Ctx 

17.8 

15.5 

Control (Path) 3 
Hippo 

10.2 

7.0 

Control 1 
Occipital Ctx 

11.3 

5.5 

AD 1 Temporal 
Ctx 

12.1 

13.7 

Control 2 
Occipital Ctx 

24.8 

33.7 

AD 2 Temporal 
Ctx 

36.6 

35.8 

Control 3 
Occipital Ctx 

16.4 

3.0 

AD 3 Temporal 
Ctx 

11.7 

7.2 

Control 4 
Occipital Ctx 

12.1 

8.1 

AD 4 Temporal 
Ctx 

15.6 

6.7 

Control (Path) t 
Occipital Ctx 

32.8 

39.0 

AD 5 Inf 
Temporal Ctx 

43.8 

21.9 

Control (Path) 2 
Occipital Ctx 

9.6 

4.2 

AD 5 

SupTemporal 
Ctx 

56.6 

31.6 

Control (Path) 3 
Occipital Ctx 

8.4 

3.2 

AD 6 Inf 
Temporal Ctx 

40.9 

52.9 

Control (Path) 4 
Occipital Ctx 

15.9 

9.3 

AD 6 Sup 
Temporal Ctx 

44.1 

71.2 

Control 1 
Parietal Ctx 

15.2 

10.1 

Control 1 
Temporal Ctx 

11.9 

10.3 

Control 2 
Parietal Ctx 

39.5 

43.5 

Control 2 
Temporal Ctx 

16.7 

16.2 

Control 3 
Parietal Ctx 

14.5 

15.9 

Control 3 
Temporal Ctx 

13.0 

8.5 

Control (Path) 1 
Parietal Ctx 

33.4 

24.8 

Control 4 
Temporal Ctx 

18.9 

13.6 

Control (Path) 2 
Parietal Ctx 

20.0 

22.1 

Control (Path) 1 
Temporal Ctx 

32.5 

29.9 

Control (Path) 3 
Parietal Ctx 

15.0 

9.3 
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Control (Path) 2 
Temporal Ctx 

19.5 

13.2 

Control (Path) 4 
Parietal Ctx 

28.3 

34.6 


Table AMF . General_screening_panel_vi .6 


i issue iodine 

Rel. Exp.(%) 

A rr£.A^ A Dim 

AgO'lZ'f, Kun 
277221719 

Rcl. Exp.(%) 

ArtfCzOT Dun 

277222437 

Rel. Exp.(%) 

A n^^lrt Dun 

Ago<fju, Kun 
277222443 

Rel. Exp.(%) 

An£/11i Dim 

Ag04J4, Kun 

277222451 

Adipose 

0.0 

0.0 

8.2 

9.5 

lvitMdnornd 
Hs688(A).T 

0.0 

0.0 

0.5 

0.9 

Melanoma* 
Hs688(B).T 

0.0 

0.0 

0.6 

3.7 

Melanoma* Ml 4 

0.0 

0.0 

0.7 

0.7 

Melanoma* LOXIMVI 

0.0 

0.0 

0.0 

0.0 

Melanoma* SK-MEL-5 

0.0 

0.0 

22.5 

14.7 

Squamous cell 

carcinoma SCC-4 

'"* r: ""' ~ * ' • 

0.0 

0.0 

0.3 

0.0 

Testis Poo! 

0.0 

0.0 

4.2 

5.7 

Prostate ca.* (bone 
met) PC -3 

ft ft 

ft ft 
u.u 

1 .U 

1 c 
1 ,D 

Prostate Pool 

0.0 

0.0 

8.5 

4.2 

Placenta 

0.0 

0.0 

0.1 

0.5 

Uterus Pool 

0.0 

0.0 

2.6 

2.5 

Ovarian ca. OVCAR-3 ! 

0.0 

0.0 

0.8 

0.8 

Ovarian ca. SK-OV-3 ! 

0.0 

0.0 

1.5 

0.8 

Ovarian ca. OVCAR-4 i 

0.0 

0.0 

0.5 

0.5 

Ovarian ca. OVCAR-5 

0.0 

0.0 

1.5 

2.9 

Ovarian ca. 1GROV-1 

100.0 

100.0 

90.8 

73.7 

Ovarian ca. OVCAR-8 

5.6 

0.0 

11.9 

20.7 

Ovary 

0.0 

0.0 

2.1 

4.0 

Breast ca. MCF-7 

0.0 

0.0 

0.4 

0.5 

Breast ca. MDA-MB- 
231 

0.0 

0.0 

0.4 

0.5 

Breast ca. BT 549 

0.0 

0.0 

0.3 

0.5 

Breast ca. T47D 

0.0 

0.0 

0.3 

0.0 


555 


WO 03/023008 


PCT/US02/28596 


Breast ca. MDA-N 

0.0 

0.0 

0.7 

0.0 

Breast Pool 

0.0 

0.0 

19.5 

9.6 

Trachea 

0.0 

0.0 

2.9 

5.3 

Lung 

0.0 

0.0 

1.3 

1.3 

Fetal Lung 

0.0 

0.0 

4.0 

5.0 

Lungca. NCI-N417 

2.0 

0.0 

2.7 

3.0 

Lungca, LX-! 

3.1 

0.0 

7.0 

4.3 

Lung ca. NCI-H146 

0.0 

0.0 

0.5 

0.0 

Lung ca. SHP-77 

2.3 

0.0 

6.3 

4.9 

Lung ca. A549 

0.0 

0.0 

0.3 

0.7 

Lungca. NCI-H526 

0.0 

0.0 

0.7 

0.0 

Lungca. NCI-H23 

0.0 

0.0 

4.5 

3.1 

Lung ca. NCI-H460 

0.0 

0.0 

0.2 

0.0 

Lung ca. HOP-62 

0.0 

0.0 

0.6 

0.0 

f 1 — ' — — 
|Lungca.NCI-H522 

0.0 

0.0 

2.4 

1-4 

Liver i 

0.0 

0.0 

o-i 

0.0 

Fetal Liver 

0.0 

0.0 

0.6 

0.5 

Liver ca. HepG2 

0.0 

0.0 : 

0.1 

0.5 

Kidney Pool 

6.5 

0.0 

34.9 

22.8 

Fetal Kidney 

0.0 

0.0 

5.1 

2.4 

Renal ca. 786-0 

0.0 1 

0.0 

0.2 

0.0 

Renal ca. A498 

0.0 

0.0 

0.1 

0.0 

Renal ca. ACHN 

0.0 

0.0 

0.7 

0.7 

Renal ca. UO-31 

0.0 

0.0 

0.3 

0.0 

Renal ca. TK-10 

0.0 

0.0 

2.5 

3.0 

Bladder 

0.0 

0.0 

3.0 

3.4 

Gastric ca. (liver met.) 1 
NCI-N87 

0.0 

0.0 

1.7 

I.I 

Gastric ca. KATO 111 1 

0.0 

0.0 

0.4 

0.0 

1 : 

Colon ca. SW-948 j 

0.0 

0.0 

0.0 

0.0 

Colon ca. SW480 |9.5 

0.0 

39.0 

28.3 
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Colon ca.* (SW480 
met) SW620 

7.7 

0.0 

j 1 5.5 

1 1.7 

Colon ca. HT29 

0.0 

0.0 

JO.O 

0.0 

Colon ca. HCT-116 

1.6 

0.0 

P.8 

5.0 

Colon ca. CaCo-2 

10.4 

0.0 

[22.2 

14.9 

Colon cancer tissue 

0.0 

0.0 

|6.5 

9.2 

Colon ca. SWIII6 

0.0 

0.0 

1.7 

2.2 

Colon ca. Colo-205 

0.0 

0.0 

10.2 

0.0 

Colon ca. SW-48 

0.0 

0.0 

1.3 

1.4 

Colon Pool 

0.0 

0.0 

[28.7 

14.2 

Small Intestine Pool 

0.0 

0.0 

10.5 

7.4 

Stomach Pool 

0.0 

0.0 

j6.2 

9.2 

Bone Marrow Pool 

0.0 

0.0 

11.3 

4.6 

Fetal Heart 

0.0 

0.0 

|24.3 

11.3 

Heart Pool 

5.2 

0.0 

|23.0 

15.2 

Lymph Node Pool 

0.0 

0.0 

30.4 

14.1 

retal Skeletal Muscle 

36.9 

0.0 

46.7 

33.0 

Skeletal Muscle Pool 

12.3 

0.0 

21.5 

21.2 

Spleen Pool 

0.0 

0.0 

2.0 

1.2 

Thymus Pool 

0.0 

0.0 

7.5 

6.1 

CNS cancer (glio/astro) : 
U87-MG 

1.6 

0.0 

6.1 

10.4 

CNS cancer (glio/astro) I 
U-118-MG 

0.0 

0.0 

2.9 

3.4 

CNS cancer 

(neuro;met) SK-N-AS j 

0.0 

0.0 

1.7 

1.8 

CNS cancer (astro) SF- \ 
539 

0.0 

0.0 

0.2 

0.0 

CNS cancer (astro) 
SNB-75 

1.9 

0.0 

5.9 

12.0 

CNS cancer (glio) 
SNB-19 

84.1 

25.0 

100.0 

100.0 

CNS cancer (glio) SF- 
295 

1.8 

0.0 

9.0 

7.7 
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brain (Amygdala) Pool 

2.3 

A A 

0.0 

6.9 

5.5 

Brain (cerebellum) 

6.6 

0.0 

1 i.l 

1 1.0 

brain (ietaf) 

3.0 

A A 

0.0 

1 1.5 

6.9 

Brain (Hippocampus) 
Pool 

3.1 

0.0 

11.0 

8.5 

Cerebral Cortex Pool 

1.7 

0.0 

7.5 

6.8 

Brain (Substantia nigra) 
Pool 

1 8 

0 0 

O.J 


Brain (Thalamus) Pool 

0.0 

0.0 

10.0 

6.8 

Brain (whole) 

0.0 

0.0 

8.0 

6.8 

Spinal Cord Pool 

3.2 

0.0 

12.8 

6.4 

Adrenal Gland 

0.0 

0.0 

6.1 

8.4 

Pituitary gland Pool 

0.0 

0.0 

0.8 

0.6 

Salivary Gland 

0.0 

0.0 

1.1 

1.6 

Thyroid (female) 

0.0 

0.0 

0.8 

2.6 

Pancreatic ca. 
CAPAN2 

0.0 

0.0 

0.8 

0.9 

Pancreas Pool 

0.0 

0.0 

1-1 

0.8 


Table AMG . Panel 4. ID 


Tissue Name 

Rel. 

Exp.(%) 
Ag6430, 
Run 

268767563 

Rel. 

Exp.(%) 
Ag6434, 
Run 

268713326 

Tissue Name 

Rel. 

Exp.(%) 
Ag6430, 
Run 

268767563 

Rel. 

Exp.(%) 
Ag6434, 
Run 

268713326 

Secondary Thl act 

0.0 

0.0 

HUVEC IL-l beta 

0.0 

0.0 

Secondary Th2 act 

0.0 

0.0 

HUVEC IFN gamma 

0.0 

0.0 

Secondary Trl act 

0.0 

0.0 

HUVECTNF alpha* 
IFN gamma 

0.0 

0.0 

Secondary Thl rest 

0.0 

0.0 

HUVECTNF alpha + j 
IL4 

0.0 

0.0 

Secondary Th2 rest 

0.0 

0.0 

HUVEC IL-1 1 

0.0 

0.0 

Secondary Trl rest 

0.0 

0.0 

Lung Microvascular 
EC none 

0.0 

0.0 

Primary Thl act 

0.0 

0.0 

Lung Microvascular 
EC TNFalpha + IL- 
1 beta i 

0.0 

0.0 
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Primary Th2 act 

0.0 

0.0 

Microvascular Dermal 
EC none 

0.0 

0.0 

Primary Trl act 

0.0 

0.0 

Microsvasular Dermal 
EC TNFalpha +IL- 
Ibeta 

_ 

0.0 

0.0 

Primary Thl rest 

0.0 

0.0 

Bronchial epithelium 
TNFa!pha+ ILIbeta 

0.0 

0.0 

Primary Th2 rest 

0.0 

0.0 

Small airway 
epithelium none 

0.0 

0.0 

Primary Trl rest 

0.0 

0.0 

Small airway 
enitheliurn TNFalnha 
+ IL-1beta 

0.0 

0.0 

CD45RA CD4 
lymphocyte act 

0.0 

0.0 

Coronerv arterv SMC 
rest 

0.0 

0.0 

CD45RO CD4 
lymphocyte act 

0.0 

3.9 

Coronery artery SMC 
TNFa!pha+ IL-lbeta 

0.0 

0.0 

CD8 lymphocyte act 

0.0 

0.0 

Astrocytes rest 

12.0 

100.0 

Secondary CD8 
lymphocyte rest 

0,0 

0.0 

Astrocytes TNFalpha 
+ IL-lbeta 

100.0 

97.3 

Secondary CD8 
lymphocyte act 

ft n 
u.u 

ft ft 

u.u 

KU-8 12 (Basophil) 
rest 

u.u 

n ft 
u.u 

CD4 lymphocyte 
none 

0.0 

0.0 

KU-8 12 (Basophil) 
PMA/ionomycin 

0.0 

0.0 

2ry 

ThlATWTrl anti- 
CD95CH11 

0.0 

0.0 

CCDI 106 

(Keratinocytes) none 

0.0 

0.0 

LAK cells rest 

0.1 

7.9 

CCDI 106 
(Keratinocytes) 
TNFalpha + IL-1 beta 

0.0 

0.0 

LAK cells IL-2 

0.0 

0.0 

Liver cirrhosis 

0.0 

3.4 

LAK cells IL-2+IL- 
12 

0.0 

0.0 

NCI-H292 none 

0.0 

0.0 

LAK cells IL-2+IFN 
gamma 

0.0 

0.0 

NCI-H292 IL-4 

0.0 

0.0 

LAK cells 1L-2+ IL- 
18 

0.0 

0.0 

NCI-H292 IL-9 

0.0 

0.0 

LAK cells 
PMA/ionomycin 

0.1 

7.0 

NCI-H292 IL-13 

0.0 

0.0 

NK Cells IL-2 rest 

0.0 

0.0 

NCI-H292 I FN 
gamma 

0.0 

0.0 
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! 

;Twn W?iv Ml R ^ 
j i wu way jviLrix J 

day 

0.0 

0.0 

HPAEC none 

0.0 

0.0 

Two Way MLR 5 
day 

0.0 

0.0 

HPAECTNF alpha + 
IL-I beta 

0.0 

0.0 

Two Way MLR 7 
day 

0.0 

0.0 

Lung fibroblast none 

0.2 

72.7 

PBMC rest 

0.0 

0.0 

Lung fibroblast TNF 
alpha + IL-I beta 

0.1 

36.6 

PBMC PWM 

0.0 

0.0 

Lung fibroblast IL-4 

0.1 

62.4 

PBMC PHA-L 

0.0 

0.0 

Lung fibroblast 1L-9 

0.1 

52.5 

rValllUa yi-> Lcll J nunc 

n n 
u.u 

n n 
u.u 

T i inn "fl^M*rtk*l net 1 1 1 ^ 

L»Ung IlurODlaM IL»-IJ 

KJ.VJ 


Ramos (B cell) 

i Anrvm \/f i n 

luiiuiiiyciii 

0.0 

0.0 

Lung fibroblast IFN 

galTUTia 

0.2 

41.5 

B lymphocytes PWM 

0.0 

0.0 

fiArnrtol Ti nfAKl Oct 

uermai iiDruDidM 
CCD 1070 rest 

0.0 

5.1 

D |\/mnhrtr , \/tpc 

d lyiiipiiucyieo 
CD40L and IL-4 

0.0 

0.0 

L/ermai iioroDiasi 
CCD1070 TNF alpha \ 

0.0 

7.2 

EOL-l dbcAMP 

0.1 

4.4 

L/erriidi iiuruoidM 
CCDI070 IL-I beta j 

0.0 

0.0 

EOL-I dbcAMP 
PMA/ionomycin 

0.0 

0.0 

Dermal fibroblast IFN ; 
gamma 

0.1 

24.5 

Dendritic cells none 

0.0 

4.5 

Dermal fibroblast IL-4; 

0.1 

28.7 

Dendritic cells LPS 

0.0 

0.0 

Dermal Fibroblasts 
rest 

0.1 

44.4 

Dendritic cells anti- 
CD40 

0.0 

0.0 

Neutrophils 
TNFa+LPS 

. „ . ,,..„ lffllir .i 

0.0 

0.0 

Monocytes rest 

0.0 

0.0 

Neutrophils rest i 

0.0 

0.0 

Monocytes LPS 

0.0 

5.9 

Colon 

0.0 

4.1 

Macrophages rest 

0.0 

0.0 

Lung 

0.0 

0.0 

Macrophages LPS 

0.1 

9.1 

Thymus 

0.0 

0.0 

HUVEC none 

0.0 

0.0 

Kidney j 

0.1 

8.1 

HUVEC starved 

0.0 

0.0 



CNS_ncurodegeneration_vl.O Summary: Ag6430/Ag6434 This panel confirms 
the expression of this gene at low levels in the brains of an independent group of 
individuals. However, no differential expression of this gene was detected between 
Alzheimer's diseased postmortem brains and those of non-demented controls in this 
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experiment. See Panel 1 .6 for a discussion of this gene in treatment of central nervous 
system disorders. 

General_screeningj)anel_vl.6 Summary: Ag6424/Ag6430/Ag6434 Highest 
expression of this gene is detected in a ovarian cancer 1GROV-1 cell line and brain cancer 
5 SNB-19 cell lines (CTs=25-33.7). In addition, moderate to low levels of expression of this 
gene is also seen in some of the colon, ovarian and brain cancer cell lines. Thus, expression 
of this gene may be used as a marker to detect the presence of colon, ovarian and brain 
cancers. Furthermore, therapeutic modulation of this gene may be useful in the treatment of 
these cancers. Moderate to low levels of expression of this gene is also seen in all the 

10 regions of central nervous system, tissues with metabolic/endocrine functions, and number 
of cancer cell lines. Moderate levels of expression of this gene is seen in normal tissues 
represented by breast, testis, prostate, uterus, gastrointestinal tract, and tissues with 
metabolic/endocrine functions including adipose, heart, skeletal muscle, and adernal gland. 
Therefore, therapeutic modulation of this gene or its protein product may be useful in the 

1 5 treatment of diseases associated with these tissues, including obesity, diabetes and 

inflammatory bowel disease. In addition, moderate to low levels of expression of this gene 
is also seen in some regions of central nervous system, and some brain, colon and ovarian 
cancer cell lines. 

Panel 4.1D Summary: Ag6430/Ag6434 Highest expression of this gene is detected 
20 in both resting and cytokine activated astrocytes (CTs=22-34.8). Therefore, therapeutic 
modulation of this gene or the design of therapeutics with the encoded protein could be 
important in the treatment of multiple sclerosis or other inflammatory diseases of the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
25 colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 

functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

30 AN. CG56054-05: Integrin alpha 7-like protein. 
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Expression of gene CG56054-05 was assessed using the primer-probe set Ag6436, 
described in Table ANA. 


Table ANA . Probe Name Ag6436 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5* -gggcaagattgttacctgtg- 
3 ' 

20 

402 

471 

Probe 

TBT- 5 ' - 

ctgacgggcatcccgagct-3 • - 
TAMRA 

19 

440 

472 

Reverse 

5 • -ccctggatgcccatc-3 1 

15 

466 

473 


5 AO. CG56054-06 and CG56054-07: Integrin alpha 7-like protein. 

Expression of gene CG56054-06 and CG56054-07 was assessed using the primer- 
probe sets Ag4983, Ag6442, Ag6425, Ag6431, Ag6438, Ag6439, Ag6440 ? Ag6413 and 
Ag6964, described in Tables AO A, AOB, AOC, AOD, AOE, AOF, AOG, AOH and AOI. 
Results of the RTQ-PCR runs are shown in Tables AOJ, AOK, AOL, AOM, AON and 
1 0 AOO. Note that CG56054-07 is recognized by probe-primer sets Ag6425 and Ag6440. 


Table AO A . Probe Name Ag4983 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 f - 

ccaggtcaccttctacctcatc-3 ' 

22 ' 

1057 

474 

Probe 

TET- 5 ' - 

cttagcacctccgggatcagcatt- 
3 1 -TAMRA 

24 

1079 

475 

Reverse 

5' - 

aacagcagctctacctccagtt-3 ' 

22 

1113 

476 


Table AOB . Probe Name Ag6442 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' - 

gatgtggacagtagggatagga-3 1 

22 

1496 

477 

Probe 

TET- 5 * - 

ccacctgagcagcaggagcct-3 r - 
TAMRA 

21 

1535 

478 

Reverse 

5 • -gcgcagtccagggtg-3 ' 

15 

1621 

479 


562 


WO 03/023008 


PCT/US02/28596 


Table AOC . Probe Name Ag6425 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 * -cggatgcacaccccat-3 ' 

16 

2118 

480 

Probe 

TET- 5 ' - 

catcccgagctgggcccc-3 • - 
TAMRA 

18 

2150 

481 

Reverse 

5 1 -gccctggatgcccat-3 ' 

15 

2169 

482 


Table AOD . Probe Name Ag6431 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 » -aaacatcaccctggactgc-3 ' 

19 

1615 

483 

Probe 

TET- 5 1 - 

tggtgttcagctgcccactctacag- 
3 * -TAMRA 

25 

1656 

484 

Reverse 

5 ' -ccgcgcggtcaaa-3 • 

13 

1682 

485 


Table APE . Probe Name Ag6438 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ■ -cagttgcagccctgga-3 * 

16 

342 

486 

Probe 

TET- 5 ' - 

ccaggttccccgtgtgacgttc- 
3 ' -TAMRA 

22 

397 

487 

Reverse 

5 ' -tcttccaggttacggctca- 3 ' 

19 

420 

488 

Table AOF. Probe Name Ag6439 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -ctgtggtggcagaaggagt- 
3- 

19 

1872 

489 

Probe 

TET- 5' - 

ccctggtgggtcatcctcctg- 
3 ' -TAMRA 

21 

1892 

490 

Reverse 

5' - 

gaagaatcccatcttccacag-3 1 

21 

1958 

491 

Table AOG. Probe Name Ag6440 

Primers 

} 

Sequences iLength i 

Start Position 

SEQ ID No 
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Forward 

5 * -accatcctgaggaacaactg- 
3 ' 

20 

2075 

492 

Probe 

TET- 5 1 - 

ctgacgggcatcccgagct-3 ' - \ 
TAMRA 

— — .. _ . _. . 

19 

2142 

493 

Reverse 

5 ' -ccctggatgcccatc-3 ■ ! 

15 

2168 

494 

Table AOH. Probe Name Ag6413 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' - 

ggtgaagacaagatctgccag-3 ' 

21 

695 

495 

Probe 

TET* 5 * - 

tgtacccgggtcagcgacacg- 
3 ' -TAMRA 

21 

746 

496 

Reverse 

5' -gctgttgttccatccacatc- 
3 ' 

20 

788 

497 


Table API . Probe Name Ag6964 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 f -ggccccagacatgca-3 ' 

15 

1701 

498 

i 

Probe 

TET- 5 1 - 

actctacagctttgaccgcgcgg- 
3 ' -TAMRA 

23 

1672 

499 

Reverse 

5 * -gccaactgtgtggtgttca-3 ' 

19 

1646 

500 


Table AOJ . CNS_neurodegeneration_vl.O 


Tissue Name 

Rei. 

Exp.(%) 
Ag4983, 
Run 

218649223 

Rcl. 

Exp.(%) 
Ag6413, 
Run 

269253983 

Rei. 

Exp.(%) 
Ag6431, 
Run 

268030722 

Rei. 

Exp.(%) 
Ag6439, 
Run 

269254002 

Rei. 

Exp.(%) 
Ag6440, 
Run 

269254003 

Rcl. 

Exp.(%) 
Ag6442, 
Run 

264979298 

AD I Hippo 

23.7 

24.8 

18.8 

21.6 

18.9 

19.2 

AD 2 Hippo 

41.2 

52.9 

28.7 

28.9 

61.1 

49.7 

AD 3 Hippo 

8.9 

6.4 

7.5 

6.1 

9.7 

20.4 

AD 4 Hippo 

14.8 

25.5 

18.8 

17.6 

23.3 

5.6 

AD 5 Hippo 

44.8 

41.8 

38.4 

42.6 

34.6 

57.4 

AD 6 Hippo 

100.0 

100.0 

100.0 

100.0 

100.0 

90.1 
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Control 2 
Hippo 

24.3 

36.1 

29.5 

32.5 

29.9 

28.5 

Control 4 
Hippo 

42.9 

43.8 

32.3 

37.9 

54.7 

86.5 

Control (Path) 
3 Hippo 

14.2 

11.4 

6.0 

6.4 

5.8 

0.0 

AD 1 

Temooral Ctx 

■ vlill/vl Ul VIA 

23.3 

15.9 

17.1 

24.5 

12.6 

16.8 

AD2 

Temporal Ctx 

41.5 

47.3 

39.8 

27.5 

59.0 

21.6 

AD3 

Temooral Ctx 

9.5 

9.8 

11.3 

9.0 

17.1 

5.7 

AD 4 

Temporal Ctx 

30.6 

39.0 

25.3 

30.4 

29.9 

8.7 

AD 5 Inf 
Temporal Ctx 

45.4 

37.1 

36.3 

41.8 

41.8 

73.7 

AD 5 Sup 
Temporal Ctx 

51.1 

39.0 

32.3 

38.7 

39.2 

55.9 

AD 6 Inf 
Temooral Ctx 

38.2 

59.9 

46.7 

47.6 

48.6 

76.8 

AD 6 Sup 
Temporal Ctx 

43.8 

48.6 

50.3 

50.3 

17.0 

59.9 

Control 1 
Temporal Ctx 

12.2 

23.0 

15.6 

24.0 

23.3 

46.7 

Control 2 
Temporal Ctx j 

14.2 

32.5 

17.4 

14.9 

43.5 

50.0 

Control 3 
Temporal Ctx 

1 3. 1 

i j.j 


1 O.j 



Control 3 
Temporal Ctx 

23.7 

25.0 

13.1 

23.8 

30.1 

13.6 

Control (Path) 
1 Temporal 
Ctx 

26.1 

47.0 

30.6 

39.8 

51.1 

46.0 

Control (Path) 
2 Temporal 
Ctx 

24.5 

25.9 

20.4 

24.8 

7.2 

0.0 

Control (Path) 
3 Temporal 
Ctx 

11.7 

16.0 

10.9 

11.9 

9.9 

31.0 
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Control (Path) 
4 Temporal 
Ctx 

21.9 

27.4 

18.2 

21.6 

14.9 

39.5 

AD 1 Occipital 

Ctx 

16.0 

11.9 

11.5 

16.0 

5.8 

6.3 

AD 2 Occipital 
Ctx (Missing) 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

AD 3 Occipital 
Ctx 

10.7 

6.0 

8.8 

10.2 

7.8 

4.9 

AD 4 Occipital 
Ctx 

18.9 

23.7 

17.9 

18.6 

35.4 

1U 

AD 5 Occipital 
Ctx 

24.8 

28.3 

22.5 

22.7 

16.6 

42.3 

AD 6 Occipital 
Ctx 

20.6 

31.9 

17.0 

22.1 

23.5 

14.8 

Control 1 
Occipital Ctx 

9.5 

14.4 

8.7 

7.2 

15.2 

8.8 

Control 2 
Occipital Ctx 

31.9 

42.6 

33.2 

29.3 

35.8 

82.4 

Control 3 
Occipital Ctx 

18.8 

13.0 

17.1 

19.2 

4.4 

8.8 

Control 4 
Occipital Ctx 

18.2 

17.0 

12.6 

13.6 

12.9 

24.0 

Control (Path) \ 
1 Occipital Ctx 

38.2 

52.5 

36.1 

39.5 

22.4 

100.0 

Control (Path) 
2 Occipital Ctx 

9.6 

14.1 

7.9 

7.0 

5.0 

9.3 

Control (Path) 
3 Occipital Ctx 

4.8 

8.7 

6.0 

5.9 

6.7 

4.1 

Control (Path) 
4 Occipital Ctx 

16.2 

13.2 

10.2 

1 1.4 

11.9 

32.8 

Control 1 
Parietal Ctx 

14.4 

21.9 

16.3 

15.7 

33.2 

9.2 

Control 2 
Parietal Ctx 

32.8 

28.9 

28.3 

37.1 

17.4 

28.1 

Control 3 
Parietal Ctx 

20.6 

19.8 

8.7 

10.8 

21.6 

9.1 

Control (Path) 
1 Parietal Ctx 

35.4 

52.4 

39.2 

37.9 

47.3 

69.3 
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Control (Path) 
2 Parietal Ctx 

22.1 

23.8 

22.5 

" 

18.7 

17.1 

37.6 

Control (Path) 
3 Parietal Ctx 

11.2 

15.4 

7.1 

12.0 

11.7 

10.4 

Control (Path) 
4 Parietal Ctx 

31.2 

34.2 

8.8 

27.9 

29.3 

27.5 


Table AOK . General_screening_panel_vl.4 


Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

Adipose 

25.3 

Renal ca. TK-10 

3.0 

Melanoma* Hs688(A)T 

1.0 

Bladder 

7.0 

Melanoma* rtsooo(t>j. I 


Gastric ca. (liver met.) 
NC1-N87 

1.9 

Melanoma* M14 

0.7 

Gastric ca. KATOIli 

0.7 

Melanoma* LOXIMV1 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

29.9 

Colon ca. SW480 

45.4 

Squamous cell carcinoma 
SCC-4 

0.1 

Colon ca.* (SW480 met) 
SW620 

17.1 

Testis Pool 

10.7 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

2.9 

Colon ca. HCT-1 16 

5.3 

Prostate Pool 

18.4 

Colon ca. CaCo-2 

21.8 

Placenta 

0.4 

Colon cancer tissue 

12.7 

Uterus Pool 

10.4 

Colon ca.SWM16 

2.4 

Ovarian ca. OVCAR-3 

1.2 

Colon ca. Colo-205 

0.4 

Ovarian ca. SK-OV-3 

1.7 

Colon ca. SW-48 

1.5 

Ovarian ca. OVCAR-4 

0.6 

Colon Pool 

31.4 

Ovarian ca. OVCAR-5 

2.1 

Small Intestine Pool 

12.1 

Ovarian ca. IGROV-1 

87.7 

Stomach Pool 

13.6 

Ovarian ca. OVCAR-8 

10.6 

Bone Marrow Pool 

13.2 

Ovary 

4.7 

Fetal Heart 

24.1 

Breast ca. MCF-7 

n 

0.4 | 

Heart Pool 

34.9 

Breast ca. MDA-MB-231 

?.: 4 . 1 

Lymph Node Pool 

26.4 
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Breast ca. BT 549 

0.6 

Fetal Skeletal Muscle 

55.1 

Breast ca. T47D 

5.1 

iSkeletal Muscle Pool 

82.4 

Breast ca. MDA-N 

1.0 

Spleen Pool 

3.3 

ureasi rooi 

1 8 9 
I o.Z 

1 nymus rooi 

in 9 
1 u.z 

Trachea 

8.9 

CNS cancer (glio/astro) 

1 18*7 \Af~\ 
Uo /-IVivj 

14.9 

Lung 

3.7 

CNS cancer (glio/astro) 

U- 1 1 o-ivivj 

5.1 

Fetal Lung 

7.2 

L^iNo cancer ^ncuro,rncij 
SK-N-AS 

2.6 

Lung ca. NC1-N417 

2.3 

CNS cancer (astro) SF- 
539 

0.2 

Lung ca. LX-I 

9.7 

CNS cancer (astro) SNB- 
75 

11.9 

Lung ca. NCI-HI 46 

0.3 

CNS cancer (glio) SNB- 
19 

100.0 

Lung ca. SHP-77 

8.1 

CNS cancer (glio) SF-295 

14.6 

Lung ca. A 549 

0.7 

Brain (Amygdala) Pool 

8.0 

Lung ca. NC1-H526 

0.4 

Brain (cerebellum) 

11.5 

Lung ca. NCI-H23 

6.4 

Brain (fetal) 

10.8 

Lungca. NCI-H460 

0.2 

Brain (Hippocampus) 
Pool 

11.6 

Lung ca. HOP-62 

0.9 

Cerebral Cortex Pool 

12.9 

I imam NPI-HS99 

9 9 

Brain (Substantia nigra) 
Pool 


Liver 

0.2 

Brain (Thalamus) Pool 

13.7 

Fetal Liver 

0.6 

Brain (whole) 

7.7 

Liver ca. HepG2 

0.3 

Spinal Cord Pool 

14.9 

Kidney Pool 

41.8 

Adrenal Gland 

7.9 

Fetal Kidney 

4.9 

Pituitary gland Pool 

1.3 

Renal ca. 786-0 

0.3 

Salivary Gland 

1.6 

Renal ca. A498 

0.4 

Thyroid (female) 

3.0 

Renal ca. ACHN 

2.1 

Pancreatic ca. CAPAN2 

1.5 

Renal ca. UO-31 

0.6 

Pancreas Pool 

16.0 
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Table AOL . General_screening_panel_vl .5 


Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Adipose 

3.2 

Renal ca. TK-10 

0.8 

Melanoma* Hs688(A).T 

0.5 

Bladder 

2.1 

Melanoma* Hs688(B).T 

0.5 

Gastric ca. (liver met.) 
NCI-N87 

0.7 

Melanoma* M14 

0.7 

Gastric ca. KATOI1I 

0.2 

Melanoma* LOXIMVI 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

8.9 

Colon ca. SW480 

17.7 

Squamous cell carcinoma 
SCC-4 

0.0 

Colon ca.* (SW480 met) 
SW620 

7.9 

Testis Pool 

3.5 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

A 1 

0.1 

Colon ca. HCT-1 16 

2.4 

Prostate Pool 

3.1 

Colon ca. CaCo-2 

10.2 

Placenta 

0.4 

Colon cancer tissue 

10.7 

Uterus Pool 

5.4 

Colon ca. SW1116 

1.3 

Ovarian ca. OVCAR-3 

0.4 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.1 

Colon ca. SW-48 

0.7 

Ovarian ca. OVCAR-4 

0.3 

Colon Pool 

6.3 

Ovarian ca. OVCAR-5 

0.8 

Small Intestine Pool 

5.2 

Ovarian ca. IGROV-1 

66.0 

Stomach Pool 

4.3 

Ovarian ca. OVCAR-8 

11.2 1 

Bone Marrow Poo! 

3.3 

Ovary 

2.0 

Fetal Heart 

7.6 

Breast ca. MCF-7 

0.1 

Heart Pool 

13.3 

Breast ca. MDA-MB-231 

0.2 I 

Lymph Node Pool 

7.1 

Breast ca. BT549 

0.4 

Fetal Skeletal Muscle 

16.5 

Breast ca. T47D 

0.0 

Skeletal Muscle Pool 

100.0 

Breast ca. MDA-N 

0.5 

Spleen Pool 

1.9 

Breast Pool 

7.4 

Thymus Pool 

5.5 
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Trachea 

2.4 

iCNS cancer (glio/astro) 
IU87-MG 

7.4 

Lung 

3.5 

iCNS cancer (glio/astro) 
LM18-MG 

2.6 

Fetal Lung 

3.8 

CNS cancer (neuro'mef^ 
SK-N-AS 

1.2 

Lungca. NCI-N417 

1.6 

CNS cancer (astro) SF- 

[539 

0.2 

Lung ca. LX-] 

1.4 

CNS cancer (astro) SNB- 

175 

6.7 

Lungca. NCI-H146 

0.4 

CNS cancer (guo) SNB- 
19 

63.7 

Lung ca. SHP-77 

2.0 

CNS cancer (glio) SF-295 

4.0 

Lung ca. A549 

0.2 

Brain (Amygdala) Pool 

5.0 

Lung ca. NLI-Hdzo 

0.6 

Brain (cerebellum) 

3.3 

Lung ca. NCI-H23 

2.0 

Brain (fetal) 

1.9 

Lungca. NCI-H460 

0.I 

Brain (Hippocampus) 
Pool 

5.7 

Lung ca. HOP-62 

0.6 

Cerebral Cortex Pool 

4.6 

Luneca NCI-H522 

II 

Brain (Substantia nigra) 
Pool 

5.1 

Liver 

0.2 

Brain (Thalamus) Pool 

3.7 

Fetal Liver 

0.2 

Brain (whole) 

3.2 

Liver ca. HepG2 

0.0 

Spinal Cord Pool 

9.0 

Kidney Pool 

1 5.6 

Adrenal Gland 

3.1 

Fetal Kidney 

l.O 

Pituitary gland Pool 

0.7 | 

Renal ca. 786-0 

0.2 

Salivary Gland 

0.7 

Renal ca. A498 

0.2 i 

Thyroid (female) 

1.0 

Renal ca. ACHN 

0.2 

Pancreatic ca. CAPAN2 

0.5 

Renal ca. UO-31 

0.4 

Pancreas Pool 

8.8 


Table AOM . General_screening_panel_v 1 .6 
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Tissue 
Name 

Rel. 

Exp.( /«) 
Ag6413, 
Run 

27724937 
1 

Rel. 

Ag6425, 
Run 

27722172 
1 

Rel. 

nxp.(%) 
Ag6431, 
Run 

27763356 
8 

Rel. 

Jtxp.( /«) 
Ag6431, 
Run 

27838939 
0 

Rel. 

r vn /o/ \ 
tL\p.{/o) 

Ag6438, 
Run 

27722317 
3 

Rel. 

iLXp.( /o) 

Ag6439, 
Run 

27722317 
5 

Rel. 

T7 tot \ 

Exp.(%) 
Ag6440, 
Run 

27722317 
7 

Rel. 

Exp.(%) 
Ag6964, 
Run 

27838894 
6 

Adipose 

25.9 

2.6 

17.4 

13.8 

25.0 

17.3 

3.7 

18.8 

Melanoma 

Hs688(A). 
T 

0.5 

0.0 

0.8 

0.9 

0.0 

0.4 

0.0 

0.7 

Melanoma 
* 

Hs688(B). 
T 

2.7 

0.2 

2.5 

2.2 

0.0 

2.9 

0.8 

2.4 

Melanoma 
* MI4 

0.3 

0.0 

0.4 

0.4 

0.0 

0.4 

0.0 

0.7 

Melanoma 
♦ 

jLOXIMVl 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.1 

Melanoma 

*SK- 

MEL-5 

15.2 

2.2 

18.2 

14.6 

29.5 

18.3 

3.0 

15.9 

Squamous 
cell 

carcinoma 
SCC-4 

0.0 

0.0 

0.1 

0.2 

0.0 

0 0 

0 0 

0 1 

V. I 

Testis 
Pool 

5.2 

3.5 

10.4 

9.0 

4.6 

9.1 

3.0 

9.9 

Prostate 
ca.* (bone 
met) PC-3 

1.9 

0.5 

1.9 

1.8 

0.0 

1.3 

1.2 

4.3 

Prostate 
Pool 

8.1 

1.0 

11.3 

12.1 

7.7 

28.5 

2.1 

10.0 

Placenta 

0.5 

0.0 

0.1 

0.1 

0.0 

0.5 

0.0 

0.4 

Uterus 
jPool 

2.2 

1.5 

4.6 

4.5 

0.0 

5.3 

2.3 

4.1 

jovarian 
ca. 

OVCAR-3 

0.9 

0.3 

0.7 

1.1 

0.0 

1.6 

0.4 

4.0 

Ovarian 
ca. SK- 
OV-3 

0.8 

0.2 

0.8 

0.9 

0.0 

1.3 

0.5 

1.7 
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Ovarian 
ca. 

OVCAR-4 

0.2 

0.0 

0.4 

0.8 

0.0 

0.9 

0.0 

0.5 

Ovarian 
ca. 

OVCAR-5 

1.6 

1.3 

1.3 

1.7 

0.0 

1.4 

4.2 

7.9 

Ovarian 
ca. 

IGROV-1 

100.0 

100.0 

84.7 

97.9 

3.5 

69.3 

100.0 

75.8 

Ovarian 
ca. 

OVPAR-R 
\J V Lnl\ o 

13.6 

21.9 

15.6 

14.6 

0.0 

17.3 

18.2 

16.7 

Ovary 

2.7 

0.3 

3.1 

2.3 

0.8 

2.8 

0.8 

2.4 

Breast ca. 
MCF-7 

0.3 

0.0 

0.1 

0.2 

0.0 

0.5 

0.3 

0.5 

Breast ca. 
MDA- 

IVI 0~£,J I 

0.1 

0.0 

0.2 

0.2 

0.0 

0.2 

0.0 

0.3 

Ol Cool Ld. 

BT549 

0.5 

0.0 

0.1 

0.5 

0.0 

0.6 

0.0 

0.4 

Breast ca. 
T47D 

0.0 

0.0 

0.2 

0.3 

0.0 

0.4 

0.3 

0.5 

Breast ca. 
MDA-N 

0.6 

0.0 

0.6 

0.6 

0.0 

0.6 

0.3 

0.8 

Breast 
Pool 

15.0 

4.1 

14.6 

10.7 

21.9 

12.2 

3.5 

16.7 

Trachea 

4.5 

0.7 

4.8 

4.2 

9.7 

4.7 

1.4 

5.6 

Lung 

2.8 

0.7 

4.2 

3.2 

0.0 

3.9 

5.3 

5.1 

Fetal Lung 

3.9 

0.3 

5.0 

4.8 

7.4 

5.3 

2.9 

6.1 

Lung ca. 
NCI-N417 

2.0 

0.9 

3.3 

2.6 

0.0 

4.0 

2.0 

2.3 

Lung ca. 
LX-I 

3.5 

2.7 

5.0 

3.5 

0.0 

4.9 

6.3 

44.1 

Lung ca. 
NCI-HI 46 

0.1 

0.0 

0.1 

0.2 

0.0 

0.1 

0.0 

0.1 

Lung ca. 
SHP-77 

4.0 

0.4 

5.3 

4.5 

0.0 

4.5 

0.8 

3.8 

Lung ca. 
A549 

0.3 

2.6 

0.0 

0.4 

0.0 

0.6 

2.2 

4.7 
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Lung ca. 
NCI-H526 

0.2 

0.0 

0.6 

0.3 

0.0 

0.4 

0.3 

0.5 

Lung ca. 
NCI-H23 

2.9 

1.0 

4.8 

3.2 

0.0 

2.9 

2.3 

10.3 

Lung ca. 
NCI-H460 

0.0 

0.0 

0.1 

0.3 

0.0 

0.0 

0.0 

0.3 

Lung ca. 
HOP-62 

0.5 

0.0 

1.0 

0.6 

0.0 

0.5 

0.0 

0.7 

Lung ca. 
NCI-H522 

1.7 

0.6 

1.7 

1.3 

0.0 

3.3 ' 

2.5 

8.9 

Liver 

0.1 

0.0 

0.0 

0.0 

0.0 

0.1 

0.4 

2.0 

Fetal Liver 

0.3 

0.3 

0.6 

0.5 

0.0 

0.8 

0.8 

8.2 

Liver ca. 
HepG2 

0.1 

0.3 

0.0 

0.2 

0.0 

0.1 

0.9 

2.4 

Kidney 
Pool 

27.9 

0.0 

33.9 

28.1 

100.0 

43.2 

14.6 

32.8 

Fetal 
Kidnev 

1.4 

0.0 

4.1 

4.0 

2.4 

5.8 

3.4 

11.5 

Renal ca. 
786-0 

0.2 

0.0 

0.3 

0.1 

0.0 

0.3 

0.0 

0.9 

Renal ca 
A498 

0.0 

1.8 

0.0 

0.3 

0.0 

0.5 

3.8 

8.5 

Renal ca. 
ACHN 

1.5 

0.5 

1. 7 

1.5 

0.9 

1.2 

0.5 

2.5 

Renal ca. 
UO-31 

0.3 

0.0 

0.2 

0.2 

0.0 

0.6 

0.0 

0.3 

Renal ca. 
TK-10 

1.9 

0.4 

2.0 

1.9 

0.0 

2.1 

0.5 

4.6 

Bladder 

4.2 

0.0 

5.5 

5.1 

6.1 

8.3 

0.9 

6.7 

Gastric ca. 
(liver 

met.) NCI- 
N87 

0.9 

0.0 

0.9 

1.2 

0.0 

1.1 

0.8 

6.7 

Gastric ca. 
KATOIII 

0.4 

0.5 

0.2 

0.3 

0.0 

0.4 

0.4 

0.9 

Colon ca. 
SW-948 

0.0 

1.5 

0.2 

0.2 

0.0 

0.3 

2.2 

1.2 

Colon ca. 
SW480 

20.9 

5.2 

27.0 

23.3 

42.3 

23.0 

6.3 

33.7 
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Colon ca.* 
(SW480 
met) 
SW620 

13.3 

4.8 

12.8 

10.3 

8.8 

6.1 

7.2 

25.0 

Colon ca. 
HT29 

0.2 

0.0 

0.2 

0.2 

0.0 

0.0 

0.3 

0.3 

Colon ca. 
HCT-116 

2.1 

0.2 

2.5 

2.0 

0.0 

2.1 

0.6 

4.3 

Colon ca. 
CaCo-2 

15.0 

3.6 

19.1 

16.7 

31.4 

18.3 

6.5 

38.2 

Colon 
cancer 
tissue 

9.0 

3.3 

11.9 

7.6 

6.3 

7.7 

4.4 

20.4 

Colon ca. 
SW1116 

1.3 

3.0 

2.0 

1.5 

0.0 

1.8 

2.1 

6.0 

Colon ca. 
Colo-205 

0.1 

0.4 

0.2 

0.0 

0.0 

0.2 

1.3 

0.8 

Colon ca. 
SW-48 

0.8 

3.6 

1.5 

1.5 

0.0 

1.4 

3.0 

2.6 

Colon 
Pool 

20.3 

5.0 

23.2 

1 O T 

18.7 

22.7 

25.5 

O 1 

8.1 

20.6 

Small 

Intestine 

Pool 

14.0 

1.7 

11.2 

13.0 

3.7 

12.8 

2.0 

10.4 

Stomach 
Pool 

8.1 

2.3 

9.5 

9.3 

15.0 

8.5 

4.2 

10.7 

Bone 

Marrow 

Pool 

6.8 

1.6 

10.2 

8.7 

7.1 

18.7 

3.5 

12.5 

Fetai 
Heart 

10.1 

23 

24.5 

21.8 

44.4 

33.7 

8.6 

20.7 

Heart Pool 

28.7 

7.0 

25.9 

17.2. 

4.7 

33.7 

10.7 

26.1 

Lymph 
Node Pool 

17.6 

6.1 

22.1 

23.7 

50.7 

19.9 

6.7 

24.7 

Fetal 

Skeletal 

Muscle 

31.9 

5.2 

48.6 

46.3 

85.9 

19.1 

19.2 

50.7 

Skeletal 
Muscle 
Pool 

17.4 

9.2 

29.5 

25.9 

26.1 

22.1 

22.7 

32.3 
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Spleen ' 
Pool 

0.9 

0.0 

2.0 

1.7 

0.0 

2.7 

0.6 

3.1 

Thymus 
Pool 

4.4 

2 0 

ft 1 

9 4 


7 7 

3.1 

7.0 

CNS 
cancer 
(glio/astro) 
U87-MG 

9.8 

1.5 

10.7 

10.0 

2.9 

10.9 

2.2 

14.1 

CNS 

cancer 

(glio/aslro) 

U-118- 

MG 

3.5 

0.3 

3.8 

3.1 

0.0 

3.8 

0.8 

5.8 

CNS 
cancer 
(neuro;met 
) SK-N- 
AS 

1.9 

0.0 

2.1 

1.0 

0.0 

1.4 

0.5 

2.6 

CNS 
cancer 
(astro) SF- 
539 

0.1 

0 0 

v.v/ 

ft 1 

ft 1 


ft 1 

ft 1 

ft l 

CNS 
cancer 
(astro) 
SNB-75 

8.1 

1 1 

1 . 1 

U.J 

10 ft 

ft ft 

1 1 7 

2 ft 

9 7 

CNS 

cancer 

(glio) 

SNB-19 ! 

79.6 

— — i — , j 

79.0 

100.0 

100.0 

9.1 

100.0 

97.9 

100.0 

CNS 
cancer 
(glio) SF- 
295 

8.2 

0.0 

8.0 

7.8 

5.0 

8.2 

1.5 

14.8 

Brain 
(Amygdal 
a) Pool 

3.7 

0.8 

6.2 

4.8 

6.0 

8.0 

4.4 

5.3 

Brain 

(cerebellu 

m) 

12.0 

0.4 

10.7 

9.7 

11.8 

8.8 

1.2 

9.7 

Brain 
(fetal) 

4.2 

0.7 

6.6 

5.6 

8.5 

6.8 

2.1 

6.4 
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Brain 
(Hippoca 
mpus) 
Pool 

7.5 

3.2 

8.6 

6.9 

4.3 

11.0 

4.3 

10.2 

Cerebral 

Cortex 

Pool 

9.7 

0.6 

7.5 

0.7 

3.4 

11.6 

2.0 

8.7 

Brain 
(Substanti 
a nigra) 
Pool 

7.4 

2.2 

10.4 

4.7 



5.8 

10.0 

2.0 

9.3 

Brain 
(Thalamus 
) ruui 

7.6 

2.7 

9.3 

0.2 

22.5 

9.7 

2.8 

8.7 

Brain 

( \>jY\c\\e\ 

6.1 

0.4 

5.8 

0.3 

8.6 

5.6 

1.9 

8.7 

Spinal 

10.1 

2.3 

11.0 

7.6 

27.4 

12.2 

4.2 

9.0 

Adrenal 
Gland 

3.5 

0.3 

3.9 

3.7 

3.2 

4.8 

0.9 

4.1 

Pituitary 
gland Pool 

0.9 

0.0 

1.2 

1.1 

0.0 

1.4 

0.6 

0.5 

Salivary 
Gland 

0.9 

0.0 

1.3 

0.9 

0.0 
0.0 

1.1 

0.0 

1.0 

Thyroid 
(female) 

2.0 

0.3 

2.5 

2.5 

1.9 

1.3 

2.3 

Pancreatic 
ca. 

CAPAN2 

0.5 

0.0 

0.7 

0.6 

0.0 

0.7 

0.6 

2.2 

Pancreas 
Pool 

1.2 

0.0 

1.1 

1.6 

0.0 

3.2 

1.0 

2.3 


Table AON . Panel 4. ID 


Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218623570 

Rel. Exp.(%) 
Ag6413, Run 
269239947 

Rel. Exp.(%) 
Ag6425, Run 
268713999 

Rel. Exp.(%) 
Ag6431,Run 
268767577 

ReL Exp.(%) 
Ag6439, Run 
268760823 

Secondary Thl act 

0.1 

0.3 

0.0 

0.7 

0.0 

Secondary Th2 act 

0.5 

0.3 

0.0 

0.8 

0.0 

Secondary Trl act 

0.0 

0.0 

0.0 

0.7 

0.0 

Secondary Thl rest 

0.1 

00 i 

0.0 

0.0 

0.0 
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Secondary Th2 rest 

0.3 

1 0.0 

10.0 

4. . Mil • ... ■ -m, 

0.0 

jo.o 

Secondary Trl rest 

io.i 

0.3 

]o.o 

0.0 

0.0 

Primary Thl act 

0.0 

;0.0 

jo.o 

0.0 

0.0 

Primary Th2 act 

0.2 

0.4 

loo 

0.4 

0.0 

Primary Trl act 

0.1 

0.0 

jo.o 

0.7 

0.0 

Primary Thl rest 

0.0 

0.0 

;o.o 

0.3 

1.2 

Primary Th2 rest 

0.0 

0.0 

0.0 

0.2 

0.0 

Primary Trl rest 

0.3 

0.0 

0.0 

0.0 

0.0 

CD45RA CD4 
lymphocyte act 

0.4 

2.8 

0.0 

2.4 

2.6 

CD45RO CD4 
lymphocyte act 

0.1 

2.2 

0.0 

0.7. 

2.3 

CD8 lymphocyte act 

0.4 

0.9 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

0.1 

0.0 

0.0 

0.0 

0.0 

secondary CDS 
lymphocyte act 

0.0 

0.1 

0.0 

0.3 

0.0 

CD4 lymphocyte none 

0.1 

0.0 

0.0 

0.4 

0.0 

2ry Thl/Th2/Trl anti- 
CD95CH11 

0.3 

0.2 

0.0 i 

0.0 

1.2 

ILAn cells rest 

5.6 

5.0 

2.7 

— — 

3.8 

15.2 

LAN- ceils 1 L-Z 

0.4 

0.3 

0.0 

0.0 

0.0 

LAN cells IL-Z+IL-lz 

11 i it ' i •*' n-n -",~r „,,,-, , ( 

0.2 

0.0 

0.0 

0.0 

0.0 

LAN CCIIS IL-Z+lr [n 

gamma 

0.1 

0.3 

0.0 

0.0 

0.0 

LAK cells IL-2+IL- 18 1 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells j 
PMA/ionomycin 

4.5 

4.0 

15.7 

6.3 

9.0 

NK Cells IL-2 rest 

0.9 

0.1 

0.0 

2.5 

1.4 

Two Way MLR 3 day \ 

1.4 

1.1 

0.0 

1.3 

1.4 

Two Way MLR 5 day 

4.5 

0.9 

0.0 

0.9 

0.0 

Two Way MLR 7 day 

2.3 

0.7 

13.2 

2.6 

3.7 

PBMC rest 

0.1 

D.O 

0.0 

0.0 

0.0 

PBMC PWM 

0.6 1 

D.O 

0.0 

0.0 

0.0 
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PBMC PHA-L 

0.3 jo.2 

0.0 

0.7 

0.0 

Ramos (B cell) none 

0.1 jo.o 

0.0 

0.0 

0.0 

Ramos (B cell) 
ionomycin 

o.o jo.o 

0.0 

0.2 

0.0 

B lymphocytes PWM 

0.5 jo.O 

0.0 

0.0 

0.0 

B lymphocytes CD40L 
and 1L-4 

0.2 

j 

jo.o 

0.0 

0.0 

0.0 

EOL-1 dbcAMP 

3.7 

b.6 

9.1 

8.1 

68.8 

EOL-1 dbcAMP 
PMA/ionomycin 

1.6 

(0.7 

0.0 

2.7 

1.8 

Dendritic cells none 

5.6 


13.8 

5.3 

0.0 

Dendritic cells LPS 

1.6 

!o.3 

J .. .... . . 

0.0 

0.7 

0.0 

Dendritic cells anti- 
CD40 

2.0 

jl.6 

i m 

3.3 

0.2 

U.U 

Monocytes rest 

0.2 

0.0 

0.0 

0.0 

0.0 

Monocytes LPS 

2.2 

3.3 

0.0 

1.8 

2.6 

Macrophages rest 

0.9 

!— - 

1.8 

0.0 

0.6 

0.0 

Macrophages LPS 

7.5 

4.0 

0.0 

6.3 

9.2 

HUVECnone 

0.1 

0.0 

0.0 

0.0 

0.0 ^ 

HUVEC starved 

n n 

u.u 


0.0 

0.3 

0.0 

HUVEC IL-lbeta 

0.0 

0.0 

0.0 

0.5 

0.0 

HUVEC IFN gamma 

0.2 

0.0 

0.0 

0.0 

0.0 

HU VEC TNF alpha + ; 
IFN gamma 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC TNF alpha + 1 
IL4 

0.6 : 

0.0 

0.0 

0.4 

0.0 

HUVEC IL-ll 

0.0 

0.0 

0.0 

0.3 

0.0 

Lung Microvascular EC 
none 

0.2 

0.3 i 

0.0 

0.0 

0.0 

Lung Microvascular EC 
TNFalpha+ IL-lbeta 

0.1 

0.0 

0.0 

0.0 

0.0 

Microvascular Dermal 
EC none 

0.1 

0.0 j 

0.0 

0.0 

0.0 

Microsvasular Dermal 
EC TNFalpha* IL- 
lbeta 

0.! 

0.0 

0.0 

0.0 

0.0 


578 


WO 03/023008 


PCT/US02/28596 


Bronchial epithelium L 
TNFalpha+ILIbeta j 

0.0 

0.0 

0.0 

0.0 

Small airway 

LpilIlCilUIII IIUIIC 

0.0 

0.0 

0.0 

0.0 

0.0 

O III all airWdy 

epithelium TNFalpha + 
IL-lbeta 

0.3 

0.0 

0.0 

0.0 

0.0 

Coronery artery SMC 
rest 

0.1 

0.6 

0.0 

0.0 

0.0 

Coronery artery SMC 
TNFalpha* IL-lbeta 

0.4 

0.9 

6.2 

1.5 

0.0 

/Abirocyica resi 

O f.O 

97.3 

100.0 

100.0 

100.0 

A ctiw^v/tAC TKJPcilnh ct -4- 

/\Mrowyicb i iNraipna « 
IL-lbeta 

100.0 

100.0 

74.2 

74.7 

95.9 

KU-8I2 (Basophil)jest 

0.1 

00 

0.0 

0.4 

0.0 

KU-812 (Basophil) 
PMA/ionomycin 

0.0 

0.0 

0.0 

0.0 

0.0 

CCD 1106 

(Keratinocytes) none 

0.2 

0.0 

0.0 

0.8 

0.0 

CCD! 106 
(Keratinocytes) 
TNFalpha + IL-lbeta 

0.3 

0.0 

0.0 

0.0 

0.0 

Liver cirrhosis 

2.3 

7.2 

4.6 

6.7 

8.5 

NC1-H292 none 

0.3 

°;3__ 

0.0 

0.6 

0.0 

NCI-H292 IL-4 

0.3 

0.0 | 

0.0 

0.5 

0.0 

NCI-H292 IL-9 

0.3 

0.0 

0.0 

0.5 

0.0 

NCI-H292 1L-I3 

0.6 

u.o 

n ft 

ft 0 

u.y 

ft ft 
u.u 

NCI-H292 IFN gamma | 

0.2 

u.u 

c\ ft 
u.u 

ft a 
u.o 

n ft 
u.u 

HPAEC none 

0.0 

ft ^ 

U.J 

ft ft 

ft ft 

ft ft 

HPA EC TNF alpha + 
IL-I beta 

0.0 

0.3 j 

0.0 

0.0 

0.0 

Lung fibroblast none 

29.7 

62.9 

31.4 

65.5 

94.0 

Lung fibroblast TNF 
alpha + IL-I beta 

16.0 

36.9 

* 

22.2 

39.8 

62.9 

Lung fibroblast IL-4 

26.1 

28.7 j 

19.1 

21.2 

34.9 

Lung fibroblast IL-9 

28.5 

42.0 j 

23.5 

26.8 

96.6 
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1 imp fihmhtaQt II -H 

31.6 

14 fi 

4.5 jl0.4 

1 ^ A 

Lung fibroblast IFN 

^al till la 

20.4 

32.8 

15.7 

46.3 

89.5 

normol ft Y-\ rr\ k\ 1 n c t 

L^crinai TiDroDiasi 
CCD 1070 rest 

2.5 

2.9 

0.0 

6.3 

4.1 

Dermal fibroblast 
CCD1070TNF alpha 

1.1 

1.3 

0 0 


2.3 

Dermal fibroblast 
CCDI070IL-1 beta 

1.9 

2.9 

0.0 

1.3 

0.0 

Dermal fibroblast IFN 
gamma 

yj 

on i 
2U.3 

8.5 

20.2 

26.6 

Dermal fibroblast 1L-4 

10.7 

14.6 

4.1 

19.8 

25.5 

Dermal Fibroblasts rest 

24.8 

42.3 

8.0 

46.7 

47.3 

Neutrophils TNFa+LPS 

0.7 

0.0 

0.0 

0.4 

0.0 

Neutrophils rest 

0.1 

0.0 

0.0 

0.3 

0.0 

Colon 

7.9 

4.7 | 

4.0 

9.5 

8.4 

Lung 

2.2 

1.2 

0.0 

4.6 

2.1 

Thymus 

3.1 

0.8 

0.0 

0.4 

2.4 

Kidney 

4.2 

4.4 

4.9 

9.7 

5.2 


Table AOO . general oncology screening panel__v_2.4 


Tissue Name 

ReL Exp.(%) 
Ag4983, Run 
260281959 

ReL Exp.(%) 
Ag6442, Run 
264979180 

Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
260281959 

Rel. Exp.(%) 
Ag6442, Run 
264979180 

Colon cancer 1 

12.1 

22.7 

Bladder NAT 2 

1.7 

1.4 

Colon NAT 1 

100.0 

100.0 

Bladder NAT 3 

0.2 

4.8 

Colon cancer 2 

6.5 

0.0 

Bladder NAT 4 

27.0 

66.0 

Colon NAT 2 

8.0 

15.1 

Prostate 

adenocarcinoma 1 

9.2 

7.5 

Colon cancer 3 

7.4 

2.8 

Prostate 

adenocarcinoma 2 

3.5 

8.0 

Colon NAT 3 

39.8 

40.1 

Prostate 

adenocarcinoma 3 

14.3 

9.0 

Colon malignant 
cancer 4 

15.0 

9.5 

Prostate 

adenocarcinoma 4 

16.4 

9.1 


580 


WO 03/023008 


PCT/US02/28596 


Colon NAT 4 1 

3.5 

0.9 

Prostate NAT 5 

I IV/JIUIV I'll I — ' 

16 8 

99 

Lung cancer 1 

1.4 

6.6 

Prostate 

adenocarcinoma 6 

3.2 

7.7 

Lung NAT 1 

0.6 

0.0 

I luilulC 

adenocarcinoma 7 

9.2 

17.3 

Lung cancer 2 

26.6 

15.9 

adenocarcinoma 8 

3.0 

0.0 

Lung NAT 2 

2.7 

0.0 

Prostate 

adenocarcinoma 9 

27.0 

33.9 

Squamous cell 
carcinoma 3 

5.6 

8.3 

Prostate NAT 10 

3.8 

4.9 

Lung NAT 3 

0.8 

0.0 

Kidney cancer 1 

24.0 

16.5 

Metastatic 
melanoma 1 

27.2 

49.0 



Kidney NAT 1 

15.6 

7.2 

Melanoma 2 

^ c 

2 - 5 _ 

••' 

Kidney cancer 2 

91.4 

73.7 

Melanoma 3 

1.5 

1 J.O 

Maney ina l z 

ZZ. 1 

in i 

Metastatic 
melanoma 4 

33.9 

24.0 

Kidney cancer 3 

27.0 

21.3 

Metastatic 
melanoma 5 

34.6 

31.4 

Kidney NAT 3 

9.3 

11.4 

Bladder cancer 1 

1.3 

2.1 

{ 

Kidney cancer 4 

20.0 

25.7 

Bladder NAT 1 

— , — „ 

0.0 

0.0 

Kidney NAT 4 

8.2 

14.9 

Bladder cancer 2 

8.7 

19.3 


! 

-.Trc-T.- : n. t- i , j 



CNS_neurodegeneration_vl.O 


Summary: Ag4983/Ag641 3/Ag643 1/Ag6439/Ag6440/Ag6442 This panel confirms the 
expression of this gene at low levels in the brains of an independent group of individuals. 
However, no differential expression of this gene was detected between Alzheimer's diseased 
5 postmortem brains and those of non-demented controls in this experiment. See Panel 1 .4 for 
a discussion of this gene in treatment of central nervous system disorders. 

Ag6425 Expression of this gene is low/undetectable (CTs > 35) across all of the 
samples on this panel (data not shown). 

General_screcning_panel_vl.4 Summary: Ag4983 Highest expression of this 
10 gene is detected in a brain cancer SNB-19 cell line (CT=28). Moderate to low levels of 
expression of this gene is also seen in a number of cancer cell lines derived from gastric, 


581 


WO 03/023008 


PCTYUS02/28596 


colon, lung, renal, breast, ovarian, prostate, melanoma and brain cancers. Thus, expression 
of this gene could be used as a marker to detect the presence of these cancers. Furthermore, 
therapeutic modulation of the expression or function of this gene may be effective in the 
treatment of pancreatic, gastric, colon, lung, liver, renal, breast, ovarian, prostate, squamous 
5 cell carcinoma, melanoma and brain cancers. 

Among tissues with metabolic or endocrine function, this gene is expressed at 
moderate levels in pancreas, adipose, adrenal gland, thyroid, pituitary gland, skeletal 
muscle, heart and the gastrointestinal tract. Therefore, therapeutic modulation of the activity 
of this gene may prove useful in the treatment of endocrine/metabolically related diseases, 
1 0 such as obesity and diabetes. 

In addition, this gene is expressed at moderate levels in all regions of the central 
nervous system examined, including amygdala, hippocampus, substantia nigra, thalamus, 
cerebellum, cerebral cortex, and spinal cord. Therefore, therapeutic modulation of this gene 
product may be useful in the treatment of central nervous system disorders such as 
1 5 Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, schizophrenia and 
depression. 

General_screening_panel_vl.5 Summary: Ag6442 Highest expression of this 
gene is seen in skeletal muscle (CT=28). Expression of this gene is higher in adult (CT=28) 
as compared to the fetal skeletal muscle (CT-31). Therefore, expression of this gene may be 
20 used to distinguish fetal from adult skeletal muscle. 

In addition moderate to low levels of expression of this gene is also seen in all the 
regions of central nervous system, in tissues with metabolic/endocrine functions and in a 
number of cancer cell lines derived from melanoma, brain, colon, lung, and ovarian cancers. 
This expression pattern is consistent with the expression seen in panel 1.4. See panel 1.4 for 
25 further discussion on the utility of these genes. 

General_screeningj)anel_vl .6 
Summary: Ag64l3/Ag6425/Ag643l/Ag6439/Ag6440/Ag6964 Highest expression of this 
gene is detected in a ovarian cancer IGROV-I cell line and brain cancer SNB-19 cell lines 
(CTs=25-33.7). In addition, consistent with expression seen in panel 1.4, moderate to low 
30 levels of expression of this gene is also seen in all the regions of central nervous system, 
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tissues with metabolic/endocrine functions, and number of cancer cell lines. See panel 1 .4 
for further discussion of this gene. 

Ag6438 Highest expression is detected in kidney (CTs=32.9). In addition, low levels 
of expression also seen in fetal heart, lymph node, fetal and adult skeletal muscle, spinal 
5 cord and a couple of colon cancer cell lines. 

Panel 4.1D Summary: Ag4983/Ag6413/Ag6425/Ag6431/Ag6439 Highest 
expression of this gene is detected in both resting and cytokine activated astrocytes 
(CTs=22-33.5). Therefore, therapeutic modulation of this gene or the design of therapeutics 
with the encoded protein could be important in the treatment of multiple sclerosis or other 
10 inflammatory diseases of the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 
functional therapeutic may lead to the alteration of functions associated with these cell types 
15 and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Low levels of expression of this gene is also seen in liver cirrhosis. Therefore, 
antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
20 cirrhosis. 

general oncology screening panel_v_2.4 Summary: Ag4983/Ag6442 Two 
experiments with different probe and primer sets are in excellent agreement. Highest 
expression of this gene is seen in normal colon (CTs=29-32). Expression of this gene in 
normal colon is higher than in the corresponding cancer samples (CTs=32-34). Therefore, 
25 expression of this gene may be used to distinguish between these two samples. 

Moderate expression of this gene is seen in both normal and cancer samples derived 
from colon, lung, bladder, prostate and kidney, as well as, in melanomas. Expression of this 
gene seems to be higher in kidney and lung cancers as compared to the corresponding 
normal adjacent samples. Therefore, expression of this gene may be used as marker to 
30 detect the presence of lung and kidney cancers. Furthermore, therapeutic modulation of this 


583 


WO 03/023008 


PCT/US02/28596 


gene may be useful in the treatment of melanoma, colon, lung, bladder, prostate and kidney 
cancers. 

AP. CG56054-08: Integrin alpha 7-Iike protein. 

Expression of gene CG56054-08 was assessed using the primer-probe sets Ag6424, 
5 Ag6425, Ag6426, Ag6430, Ag6439 and Ag6440, described in Tables APA, APB, APC, 
APD, APE and APF. Results of the RTQ-PCR runs are shown in Tables APG. APH and 
API. 


Table APA . Probe Name Ag6424 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -ttgggttctgccagca-3 ' 

16 

742 

501 


TET-5 ' - 

cacagctgccgccttctccc-3 ' - 
TAMRA 

20 

761 

502 

Reverse 

5 • -aaaagcaaccccttccaa-3 ' 

18 

824 

503 


1 0 Table APB . Probe Name Ag6425 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 * -cggatgcacaccccat-3 ' 

16 

1592 

504 

Probe 

TET- 5 1 - 

catcccgagctgggcccc- 3 ' - 
TAMRA 

18 

1624 

505 

Reverse 

5 ' -gcGctggatgeccat'3 ' 

15 

1643 

506 


Table APC . Probe Name Ag6426 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5» -gtcactgggctgggatct- 
3' 

18 

1249 

507 

Probe 

TET- 5 ' - 

ctctccggctctgcggctc-3 1 - 
TAMRA 

19 

1270 

508 

Reverse 

5' -actccttctgccaccaca- 
3' 

18 

1347 

509 


Table APD . Probe Name Ag6430 
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Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 • -gtgaccaacattgatagctcaga- 
3' 

23 

843 

510 

Probe 

TET-5 ' - 

ccccgaccagctggtgtataaaactttg 
-3 » -TAMRA 

28 

866 

511 

Reverse 

5 ' -gggagccggtcagca-3 ' 

15 

899 

512 


Table APE . Probe Name Ag6439 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • -ctgtggtggcagaaggagt- 
3 » 

19 

1346 

513 

Probe 

TET-5 1 - 

ccctggtgggtcatcctcctg- 
3 • -TAMRA 

21 

1366 

514 

Reverse 

5 ' - 

gaagaatcccatcttccacag-3 ■ 

21 

1432 

515 


Table APF . Probe Name Ag6440 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -accatcctgaggaacaactg-, 

i' _ _ _ _ i 

i 

1549 

516 

Probe 

TET-5' - 

ctgacgggcatcccgagcc -3 ' - 
TAMRA 

19 

1616 

517 

Reverse 

5 1 -ccctggatgcccatc-3 1 

15 

1642 

518 


Table APG . CNS_neurodegeneration_vl.O 


Tissue Name 

Rel. Exp.(%) 
Ag6430, Run 
266937085 

Rcl. Exp.(%) 
Ag6439, Run 
269254002 

Rel. Exp.(%) 
Ag6440, Run 
269254003 

AD 1 Hippo 

20.0 

21.6 

18.9 

AD 2 Hippo 

48.0 

28.9 

61.1 

AD 3 Hippo 

11.6 

6.1 

9.7 

AD 4 Hippo 

17.1 

17.6 j 

23.3 

AD 5 hippo 

39.2 

42.6 

34.6 

AD 6 Hippo 

100.0 

100.0 ! 

100.0 
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1 

Control 2 Hippo 

17.9 

32.5 

29.9 

Control 4 Hippo 

38.4 

37.9 

54.7 

Control (Path) 3 Hippo 

10.2 

6.4 

5.8 

AD 1 Temporal Ctx 

12.1 

24.5 

12.6 

AD 2 Temporal Ctx 

36.6 

27.5 

59.0 

AD 3 Temporal Ctx 

11.7 

9.0 

17.1 

AD 4 Temporal Ctx 

15.6 

30.4 

29.9 

AD 5 Inf Temporal Ctx 

43.8 

41.8 

41.8 

ADS SupTemporal 
Ctx 

56.6 

38.7 

39.2 

fwj o mi lemporai i^ix 

AC\ Q 

4 / .0 


AD 6 Sup Temporal 

Ptv 

44.1 

50.3 

17.0 

Control 1 Temporal 

11.9 

24.0 

23.3 

Control 2 Temporal 

LJX 

16.7 

14.9 

43.5 

Control 3 Temporal 

Ctv 
l^lX 

13.0 

16.5 

9.2 

Control 4 Temporal 

Ctx 

LA 

18.9 

23.8 

30.1 

Temporal Ctx 

32.5 

39.8 

51.1 

Temporal Ctx 

19.5 

24.8 

7.2 

Control (Path) 3 
Temporal Ctx 

12.9 

11.9 

9.9 

Control (Path) 4 
Temporal Ctx 

19.8 

21.6 1 

14.9 

AD 1 Occipital Ctx 

16.2 

16.0 

5.8 

AD 2 Occipital Ctx 
(Missing) 

0.0 

0.0 

0.0 

AD 3 Occipital Ctx 

11.7 

10.2 

7.8 

AD 4 Occipital Ctx 

12.6 

18.6 

35.4 

AD 5 Occipital Ctx 

16.7 

22.7 

16.6 

AD 6 Occipital Ctx 

17.8 

22.1 

23.5 
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[control I Occipital Ctx 

1 1.3 

7.2 

15.2 

Control 2 Occipital Ctx 

24.8 

29.3 

35.8 

Control 3 Occipital Ctx 

16.4 

19.2 

4.4 

Control 4 Orrinital C*tY 

12.1 

13.6 

12 Q 

Control (PatK\ 1 
Occipital Ctx 

32.8 

39.5 

22.4 

Control (Path) 2 
Occipital Ctx 

9.6 

7.0 

5.0 

Control (Path) 3 
Occipital Ctx 

8.4 

5.9 

6.7 

Control (Path) 4 
Occipital Ctx 

15.9 

11.4 

11.9 

Control 1 Parietal Ctx 

15.2 

15.7 

33.2 

Control 2 Parietal Ctx 

39.5 

37.1 

17.4 

Control 3 Parietal Ctx 

14.5 

10.8 

21.6 

Control (Path) 1 
Parietal Ctx 

33.4 

37.9 

47.3 

Control (Path) 2 
Parietal Ctx 

20.0 

18.7 

17.1 

Control (Path) 3 
Parietal Ctx 

15.0 

12.0 

11.7 

Control (Path) 4 
Parietal Ctx 

28.3 

27.9 

29.3 


Table APH . General_screening_panel_vl.6 


Tissue Name 

Rel. Exp.(%) 
Ag6424, Run 
277221719 

Rel. Exp.(%) 
Ag6425, Run 
277221721 

Rel. Exp.(%) 
Ag6430, Run 
277222443 

Rel. Exp.(%) 
Ag6439, Run 
277223175 

Rel. Exp.(%) 
Ag6440, Run 
277223177 

Adipose 

0.0 

2.6 

8.2 

17.3 

3.7 

Melanoma* 
Hs688(A).T 

0.0 

0.0 

0.5 

0.4 

0.0 

Melanoma* 
Hs688(B).T 

0.0 

0.2 

0.6 

2.9 

0.8 

Melanoma* M 14 

0.0 

0.0 

0.7 

0.4 

0.0 

Melanoma* 
LOXIMV1 

0.0 

0.0 

0.0 

0.0 

0.0 
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Melanoma* SK- 
MEL-5 

0.0 

2.2 

22.5 

18.3 

3.0 

Squamous cell 
carcinoma SCC-4 

0.0 

0.0 

0.3 

0.0 

0.0 

Testis Pool 

0.0 

3.5 

4.2 

9.1 

3.0 

Prostate ca.* (bone 
met) PC-3 

0.0 

0.5 

1.0 

1.3 

1.2 

Prostate Pool 

0.0 

1.0 

8.5 

28.5 

2.1 

Placenta 

0.0 

0.0 

0.1 

0.5 

0.0 

uterus rooi 

n n 
u.u 

1 c 

I .J 

Z.O 



Ovarian ca. OVCAR- 

-i 
j 

0.0 

0.3 

0.8 

1.6 

0.4 

Ovarian ca. SK-0 V- 

■J 

0.0 

0.2 



1.5 

1.3 

0.5 

UVdl kill Ld. KJ V 

4 

0.0 

0.0 

0.5 

0.9 

0.0 

Ovarian ca. OVCAR- 
5 

0.0 

1.3 

1.5 

1.4 

4.2 

Ovarian ca. IGROV- 
1 

100.0 

100.0 

90.8 

69.3 

100.0 

Ovarian ca. OVCAR- 
8 

5.6 

21.9 

11.9 

17.3 

18.2 

Ovary 

0.0 

0.3 

2.1 

2.8 

0.8 

Breast ca. MCF-7 

0.0 

0.0 

0.4 

0.5 

0.3 

Breast ca. MDA- 
MB-231 




fi ? 

fi fi 

v.V/ 

Breast ca. BT 549 

0.0 

0.0 

0.3 

0.6 

0.0 

Breast ca. T47D 

0.0 

0.0 

0.3 

0.4 

0.3 

Breast ca. MDA-N 

0.0 

0.0 

0.7 

0.6 

0.3 

Breast Pool 

0.0 

4.1 

19.5 

12.2 

3.5 

Trachea 

0.0 

0.7 

2.9 

4.7 

1.4 

Lung 

0.0 

0.7 

1.3 

3.9 

5.3 

Fetal Lung 

0.0 

0.3 

4.0 

5.3 

2.9 

Lung ca. NCI-N417 

2.0 

0.9 

2.7 

4.0 

2.0 

Lung ca. LX-1 

3.1 

2.7 

7.0 

4.9 

6.3 
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Lung ca. NCI-H146 

0.0 

0.0 

0.5 

0.1 

0.0 

Lung ca. SHP-77 

2.3 

0.4 

6.3 

4.5 

0.8 

Lung ca. A549 

0.0 

2.6 

0.3 

0.6 

2.2 

Lung ca. NCI-H526 

0.0 

0.0 

0.7 

0.4 

0.3 

Lungca. NCI-H23 

— 

0.0 

1.0 

4.5 

2.9 

2.3 

Lung ca. NCI-H460 

0.0 

0.0 

0.2 

0.0 

0.0 

Lung ca. HOP-62 

0.0 

0.0 

0.6 

0.5 

0.0 

Lung ca. NCI-H522 

0.0 

0.6 

2.4 

3.3 

2.5 

Liver 

0.0 

0.0 

0.1 

0.1 

0.4 

Fetal Liver 

0.0 

0.3 

0.6 

0.8 

0.8 

Liver ca. HepG2 

0.0 

0.3 

0.1 

0.1 

0.9 

Kidney Pool 

6.5 

0.0 

34.9 

43.2 

14.6 

Fetal Kidney 

0.0 

0.0 

5.1 

5.8 

3.4 

Renal ca. 786-0 

0.0 

0.0 

0.2 

0.3 

0.0 

Renal ca. A498 

0.0 

1.8 

0.1 

0.5 

3.8 

Renal ca. ACHN 

0.0 

0.5 

0.7 

1.2 

0.5 

Renal ca. UO-31 

0.0 

0.0 

0.3 

0.6 

0.0 

Renal ca. TK- 10 

0.0 

0.4 

2.5 

2.1 

0.5 

Bladder 

0.0 

0.0 

3.0 

8.3 

0.9 

Gastric ca. (liver 
met.)NCl-N87 

0.0 

0.0 

1.7 

1.1 

0.8 

Gastric ca. KATO 111 

0.0 

0.5 

0.4 

0.4 

0.4 

Colon ca. SW-948 

0.0 

1.5 

0.0 

0.3 

2.2 

Colon ca. SW480 

9.5 

5.2 

39.0 

23.0 

6.3 

Colon ca.* (SW480 
met)SW620 

7.7 

4.8 

15.5 

6.1 

7.2 

Colon ca. HT29 

0.0 

0.0 

0.0 

0.0 

0.3 

Colon ca.HCT-116 

1.6 

0.2 

3.8 

2.1 

0.6 

Colon ca. CaCo-2 

10.4 

3.6 

22.2 

18.3 

6.5 

Colon cancer tissue 

0.0 

3.3 

6.5 

7.7 

4.4 

Colon ca.SW1116 

0.0 

3.0 

1.7 

1.8 

2.1 

Colon ca. Colo-205 

0.0 

0.4 

0.2 

0.2 

1.3 
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Colon ca. SW-48 

0.0 

|3.6 

1.3 

1.4 

3.0 

Colon Pool 

0.0 

|5.0 

28.7 

25.5 

8.1 

Small Intestine Pool 

0.0 

1.7 

10.5 

12.8 

2.0 

Stomach Pool 

0.0 

2.3 

6.2 

8.5 

4.2 

Bone Marrow Pool 

0.0 

1.6 

11.3 

18.7 

3.5 

Fetal Heart 

0.0 

2.3 

24.3 

33.7 

8.6 

Heart Pool 

5.2 

7.0 

23.0 

33.7 

10.7 

Lymph Node Pool 

0.0 

6.1 

30.4 

19.9 

6.7 

Fetal Skeletal Muscle 

36.9 

5.2 

46.7 

19.1 

19.2 

Skeletal Muscle Pool 

12.3 

9.2 

21.5 

22.1 

22.7 

Spleen Pool 

0.0 

0.0 

2.0 

2.7 

0.6 

Thymus Pool 

0.0 

2.0 

7.5 

7.7 

3.1 

CNS cancer 
(glio/astro) U87-MG 

1.6 

1.5 

6.1 

10.9 

2.2 

CNS cancer 
(glio/astro) U- 118- 
MG 

0.0 

0.3 

2.9 

3.8 

0.8 

CNS cancer 
(neuro;met) SK-N- 
AS 

o.o ; 

0.0 

1.7 

1.4 

0.5 

CNS cancer (astro) 

0.0 

0.0 

0.2 

0.1 

0.2 

SNB-75 

1.9 

1.1 

5.9 

11.7 

2.8 

CNS cancer (glio) 
SNB-19 

84.1 

79.0 

100.0 

100.0 

97.9 

CNS cancer (glio) 

1.8 

0.0 

9.0 

8.2 

1.5 

Brain (Amygdala) 
Pool 

2.3 

0.8 

6.9 

8.0 

4.4 

Brain (cerebellum) 

6.6 

0.4 

11.1 

8.8 

1.2 

Brain (fetal) 

3.0 

0.7 

11.5 

6.8 

2.1 

Brain (Hippocampus) 
Pool 

3.1 

3.2 

11.0 

11.0 

4.3 

Cerebral Cortex Pool 

1.7 

0.6 

7.5 

11.6 

2.0 
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Brain (Substantia 
nigra) Pool 

1.8 

2.2 

8.5 

10.0 

2.0 

Brain (Thalamus) 
Pool 

r\ a 

2. / 

1 A A 

A "7 

Z.O 

Brain (whole) 

0.0 

0.4 

8.0 

5.6 

1.9 

Spinal Cord Pool 

3.2 

2.3 

12.8 

12.2 

4.2 

Adrenal Gland 

0.0 

0.3 

6.1 

4.8 

0.9 

Pituitary gland Pool 

0.0 

0.0 

0.8 

1.4 

0.6 

Salivary Gland 

0.0 

0.0 

1.1 

1.1 

0.0 

Thyroid (female) 

0.0 

0.3 

0.8 

1.9 

1.3 

Pancreatic ca. 
CAPAN2 

0.0 

0.0 

0.8 

0.7 

0.6 

Pancreas Pool 

0.0 

0.0 

1.1 

3.2 

1.0 


Table API . Panel 4. ID 


Tissue Name 

Rel. Exp.(%) 
Ag6425, Run 
268713999 

Rel. Exp.(%) 
Ag6430, Run 
268767563 

Rel. Exp.(%) 
Ag6439, Run 
268760823 

Secondary Th 1 act 

0.0 

0.0 

0£ 

Secondary Th2 act 

0.0 

0.0 

0.0 

Secondary Trl act 

0.0 

0.0 

0.0 

Secondary Th 1 rest 

0.0 

0.0 

0.0 

Secondary Th2 rest 

0.0 

0.0 

0.0 

Secondary Trl rest 

0.0 

0.0 

0.0 

Primary Thl act 

0.0 

0.0 

0.0 

Primary Th2 act 

0.0 

0.0 

0.0 

Primary Trl act 

0.0 

0.0 

0.0 

Primary Thl rest 

0.0 

0.0 

1.2 

Primary Th2 rest 

0.0 

0.0 

0.0 

Primary Trl rest 

0.0 

0.0 

0.0 

CD45RA CD4 lymphocyte act 

0.0 

0.0 

2.6 

CD45RO CD4 lymphocyte act 

0.0 

0.0 

2.3 
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CD8 lymphocyte act 

0.0 

0.0 

0.0 

Secondary CD8 lymphocyte 
rest 

0.0 

0.0 

0.0 

Secondary CD8 lymphocyte 
act 

0.0 

0.0 

0.0 

CD4 lymphocyte none 

0.0 

0.0 

0.0 

2ryThl/Th2/Trl anti-CD95 
CHII 

U.U 



LAK cells rest 

2.7 

0.1 

15.2 

LAK cells JL-2 

0.0 

0.0 

0.0 

LAK cells IL-2+1L-12 

0.0 

0.0 

0.0 

LAK cells IL-2+IFN gamma 

0.0 

0.0 

0.0 

LAK cells JL-2+IL-I8 

0.0 

0.0 

0.0 

LAK cells PMA/ionomycin 

15.7 

0.1 

9.0 

NK Cells IL-2 rest 

0.0 

0.0 

1.4 

Two Way MLR 3 day 

0.0 

0.0 

1.4 

Two Way MLR 5 day 

0.0 

0.0 

0.0 

Two Way MLR 7 day 

13.2 

0.0 

3.7 

PBMC rest 

0.0 

0.0 

0.0 

PBMC PWM 

0.0 

0.0 

0.0 

PBMC PHA-L 

0.0 

0.0 

0.0 

Ramos (B cell) none 

0.0 

0.0 

0.0 

r% _ /r» — tlx ■ 

Ramos (B cell) lonomycin 

0.0 

0.0 

0.0 

B lymphocytes PWM 

0.0 

0.0 

0.0 

B lymphocytes CD40L and IL- 
4 

0.0 

0.0 

0.0 

EOL-1 dbcAMP 

9.1 

0.1 

68.8 

EOL-I dbcAMP 
PMA/ionomycin 

0.0 

0.0 

1.8 

Dendritic cells none 

13.8 

0.0 

0.0 

Dendritic cells LPS 

0.0 

0.0 

0.0 

Dendritic cells anti-CD40 

3.3 

0.0 

0.0 

Monocytes rest 

0.0 

0.0 

0.0 
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Monocytes LPS 

0.0 

0.0 

2.6 

Macrophages rest 

0.0 

0.0 

0.0 

Macrophages LPS 

0.0 

0.1 

9.2 

HUVEC none 

0.0 

0.0 

0.0 

HUVEC starved 

0.0 

0.0 

0.0 

HUVEC IL-lbeta 

0.0 

0.0 

0.0 

HUVEC I FN gamma 

0.0 

0.0 

0.0 

HUVEC TNF alpha +IFN 
gamma 

0.0 

0.0 

0.0 

HUVEC TNF alpha +IL4 

0.0 

0.0 

0.0 

HUVEC IL- 11 

0.0 

0.0 

0.0 

Lnnt? Microvascular PC nonp 

0 0 

v.v 

0 0 

0 0 

Lung Microvascular EC 
TNFalpha + IL-lbeta 

0.0 

0.0 

0.0 

Microvascular Dermal PC 
none 

0.0 

0.0 

0.0 

Microsvasular Dermal EC 
TNFalpha -ML- 1 beta 

0.0 

0.0 

0.0 

Bronchial epithelium 
TNFalpha + ILlbeta 

0.0 

0.0 

0.0 

Small airway epithelium none 

0.0 

0.0 

0.0 

Small airway epithelium 
I Nralpna t 1 L- 1 beta 

0.0 

0.0 

0.0 

Coronery artery SMC rest 

— — H 

0.0 

0.0 

0.0 

Coronery artery SMC 
i Nraipna **• il- I oeta 

6.2 

0.0 

0.0 

Astrocytes rest 

100.0 

12.0 

100.0 

Astrocytes TNFalpha + IL- 
Ibeta 

74.2 

100.0 

95.9 

KU-812 (Basophil) rest 

0.0 

0.0 

0.0 

KU-812 (Basophil) 
PMA/ionomycin 

0.0 

0.0 

0.0 

CCDI 106 (Keratinocytes) none 

0.0 

0.0 

0.0 

CCDI 106 (Keratinocytes) 
TNFalpha + IL-lbeta 

0.0 

0.0 

0.0 
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Liver cirrhosis 

4.6 

0.0 

8.5 

NCI-H292 none 

0.0 

0.0 

0.0 

NCI-H292 IL-4 

0.0 

0.0 

0.0 

NC1-H292 IL-9 

0.0 

0.0 

0.0 

NCI-H2921L-I3 

0.0 

0.0 

0.0 

NCI-H292I FN gamma 

0.0 

0.0 

0.0 

HPAEC none 

0.0 

0.0 

0.0 

HPAEC TNF alpha + IL- 1 beta 

0.0 

0.0 

0.0 

Lung fibroblast none 

31.4 

0.2 

94.0 

Lung fibroblast TNF alpha + 
IL-I beta 

22.2 

0.1 

62.9 

Lung fibroblast IL-4 

19.1 

0.1 

34.9 

Lung fibroblast IL-9 

23.5 

0.1 

96.6 

Lung fibroblast IL-I 3 

4.5 

0.0 

13.4 

Lung fibroblast I FN gamma 

15.7 

0.2 

89.5 

Dermal fibroblast CCDI070 
rest 

0.0 

0.0 

4.1 

Dermal fibroblast CCD 1070 
TNF alpha 

0.0 

0.0 

2.3 

Dermal fibroblast CCD 1070 
IL-I beta 

yj.v 


\J.\J 

Dermal fibroblast IFN gamma 

8.5 

0.1 

26.6 

Dermal fibroblast IL-4 

4.1 \ 

0.1 

25.5 

Dermal Fibroblasts rest 

8.0 

0.1 

47.3 

Neutrophils TNFa+LPS 

0.0 j 

0.0 

0.0 

Neutrophils rest 

0.0 

0.0 

0.0 

Colon 

4.0 

0.0 

8.4 

Lung 

0.0 

0.0 

2.1 

Thymus 

0.0 

0.0 

2.4 

Kidney 

4.9 

0.1 

5.2 


CNS_neurodegeneration_vl.O Summary: Ag6430/Ag6439/Ag6440 Four 
experiments with different probe and primer sets are in excellent agreement. This panel 


confirms the expression of this gene at low levels in the brains of an independent group of 
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individuals. However, no differential expression of this gene was detected between 
Alzheimer's diseased postmortem brains and those of non-demented controls in this 
experiment. See Panel 1 .4 for a discussion of this gene in treatment of central nervous 
system disorders. 

5 General_screcning_panel__vl.6 

Summary: Ag6424/Ag6425/Ag6430/Ag6439/Ag6440 Five experiments with seven 
different probe and primer sets are in very good agreement. Highest expression of this gene 
is detected in a ovarian cancer IGROV-1 cell line and brain cancer SNB-1 9 cell lines 
(CTs=25-33.7). In addition, consistent with expression seen in panel 1 .4, moderate to low 
10 levels of expression of this gene is also seen in all the regions of central nervous system, 
tissues with metabolic/endocrine functions, and number of cancer eel! lines. See panel 1 .4 
for further discussion of this gene. 

Panel 4.1D Summary: Ag6425/Ag6430/Ag6439 Three experiments with different 
probe and primer sets are in excellent agreement. Highest expression of this gene is detected 
1 5 in both resting and cytokine activated astrocytes (CTs=22-33.5). Therefore, therapeutic 
modulation of this gene or the design of therapeutics with the encoded protein could be 
important in the treatment of multiple sclerosis or other inflammatory diseases of the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
20 colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 

functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

25 

AQ. CG56054-09: Integrin alpha 7-like protein. 

Expression of gene CG56054-09 was assessed using the primer-probe sets Ag6425, 
Ag6435, Ag6437, Ag6439 and Ag6440, described in Tables AQA, AQB, AQC, AQD and 
AQE. Results of the RTQ-PCR runs are shown in Tables AQF, AQG and AQH. 

30 Table AQA . Probe Name Ag6425 
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Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -cggatgcacaccccat-3 1 

16 

1240 

519 

Probe 

TET-5 ' - 

catcccgagctgggcccc-3 ' - 
TAMRA 

18 

1272 

520 

Reverse 

5 ' -gccctggatgcccat-3 ' 

15 

1291 

521 


Table AOB . Probe Name Ag6435 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 * -ggccagggtggagct-3 * 

15 

731 

522 

Probe 

TET-5 ' - 

acctggcacacctggacgacg- 
3 ' -TAMRA 

21 

766 

523 

Reverse 

5' -cagggaccgggatga-3 1 

15 

829 

524 


Table AOC . Probe Name Ag6437 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -gacgacggtccctacga-3 ' i 

17 

780 

525 

Probe 

TET-5 • - 

cgcctcatcccggtccct-3 ' - 
TAMRA 

18 

825 

526 

1 Reverse 

I 

5' -ctcctccagaaaggtgctgt- 
3' 

20 

847 

527 

Table AOD. Probe Name Ag6439 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • -ctgtggtggcagaaggagt- 
3 ' 

19 

994 

528 

Probe 

TET-5 1 - 

ccctggtgggtcatcctcctg- 
3 ' -TAMRA 

21 

1014 

529 

Reverse 

5 1 - 

gaagaatcccatcttccacag-3 ■ 

21 

1080 

530 

Table AOE. Probe Name Ag6440 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' -accatcctgaggaacaactg- 
3 . 

20 

1197 

531 
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Probe 

TET- 5 ' - 

ctgacgggcatcccgagct-3 ' - 
TAMRA 

19 

1264 

532 

Reverse 

5 ' -ccctggatgcccatc-3 ' 

15 

1290 

533 


Table AQF . CNS_neurodegeneration_vl .0 


Tissue Name 

Rel. Exp.(%) 
Ag6435, Run 
269253997 

Rel. E\p.(%) 
Ag6439, Run 
269254002 

Rel. Exp.(%) 
Ag6440, Run 
269254003 

AD 1 Hippo 

17.1 

21.6 

18.9 

AD 2 Hippo 

27.9 

28.9 

61.1 

AD 3 Hippo 

4.8 

6.1 

9.7 

AD 4 Hippo 

18.3 

17.6 

23.3 

AD 5 Hippo 

46.7 

42.6 

34.6 

AD 6 Hippo 

100.0 

100.0 

100.0 

Control 2 Hippo 

8.5 

32.5 

29.9 

Control 4 Hippo 

29.9 

37.9 

54.7 

v^oniroi ^rain^ j rnppo 

J.L 


J.o 

AD 1 Temporal Ctx 

12.8 

24.5 

12.6 

AD 2 Temporal Ctx 

45.1 

27.5 

59.0 

AD 3 Temporal Ctx 

4.1 

9.0 

17.1 

AD 4 Temporal Ctx 

6.8 

30.4 

29.9 

AD 5 Inf Temporal Ctx 

1.6 

41.8 

41.8 

ADS Sup Temporal 
Ctx 

33.2 

38.7 

39.2 

AD 6 Inf Temporal Ctx 

52.1 

47.6 

48.6 

AD 6 Sup Temporal 
Ctx 

37.6 

50.3 

17.0 

Control 1 Temporal 
Ctx 

6.7 

24.0 

23.3 

Control 2 Temporal 
Ctx 

7.3 

14.9 

43.5 

Control 3 Temporal 
Ctx 

4.4 

16.5 

9.2 

Control 3 Temporal 
Ctx 

M, 

23.8 

30.1 
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Control (Path) I 
Temporal Ctx 

24.8 

39.8 

51.1 

Control (PatM 2 
Temporal Ctx 

9.8 

24.8 

7.2 

Control (Path) 3 
Temporal Ctx 

3.5 

11.9 

9.9 

Control (Path) 4 
Temporal Ctx 

14.8 

21.6 

14.9 

AD 1 Occipital Ctx 

15.0 

16.0 

5.8 

AD 2 Occipital Ctx 
(Missing) 

u.u 

n n 
u.u 

n n 

AD 3 Occipital Ctx 

8.0 

10.2 

7.8 

AD 4 Occipital Ctx 

6.8 

18.6 

35.4 

AD 5 Occipital Ctx 

12.7 

22.7 

16.6 

AD 6 Occipital Ctx 

5.9 

22.1 

23.5 

Control 1 Occipital Ctx 

4.1 

7.2 

15.2 

Control 2 Occipital Ctx 

20.3 

29.3 

35.8 

Control 3 Occipital Ctx 

7.5 

19.2 

4.4 

Control 4 OrHnilal C\k 

3 > 

1 J.KJ 

1? 0 

Control CPath^ 1 
Occipital Ctx 

25.9 

39.5 

22.4 

Control (Path) 2 
Occipital Ctx 

7.4 

7.0 

5.0 

Control (Path) 3 
Occipital Ctx 

2.3 

5.9 

6.7 

Control (Path) 4 
uccipitai ctx 

21.0 

11.4 

11.9 

Control 1 Parietal Ctx 

12.5 

15.7 

33.2 

Control 2 Parietal Ctx 

41.2 

37.1 

17.4 

Control 3 Parietal Ctx 

13.2 

10.8 

21.6 

Control (Path) 1 
Parietal Ctx 

22.5 

37.9 

47.3 

Control (Path) 2 
Parietal Ctx 

26.8 

18.7 

17.1 

Control (Path) 3 
Parietal Ctx 

7.5 

12.0 

11.7 
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Control (Path) 4 
Parietal Ctx. 

20.6 

27.9 

29.3 


Table AOG . General_screening_panel_v1 .6 


1 „ . 

Rel. Exp.(%) 
277221721 

Rel. Exp.(%) 

A n (LA ^ S Dun 

AgO'tJjt nun 
277223167 

Rel. Exp.(%) 
277223175 

Rel. Exp.(%) 

AgO*l4U, Kun 

277223177 

i 

Adipose 

2.6 

13.2 

17.3 

3.7 

ivit, lal lUllia 

Hs688(A).T 

0.0 

0.9 

0.4 

0.0 

Melanoma* 
Hs688(B).T 

0.2 

1.9 

2.9 

0.8 

Melanoma* Ml 4 

0.0 

0.0 

0.4 

0.0 

Melanoma* LOXIMVI 

0.0 

0.0 

0.0 

0.0 

Melanoma* SK-MEL-5 

2.2 

4.4 

18.3 

3.0 

Squamous cell 
carcinoma SCC-4 

0.0 

0.0 

0.0 

0.0 

Testis Pool 

3.5 

10.0 

9.1 

3.0 

Prostate ca.* (bone 
met) PC-3 

\j.d 

1 .0 


1 .L 

Prostate Pool 

1.0 

10.0 

28.5 

2.1 

Placenta 

0.0 

0.3 

0.5 

0.0 

Uterus Pool 

1.5 

16.2 

5.3 

2.3 

Ovarian ca. OVCAR-3 

0.3 

0.4 

1.6 

0.4 

Ovarian ca. SK-OV-3 

0.2 

0.9 

1.3 

0.5 

Ovarian ca. OVCAR-4 j 

0.0 

0.0 

0.9 

0.0 

Ovarian ca. OVCAR-5 

1.3 

0.3 

1.4 

4.2 

Ovarian ca. IGROV-1 

100.0 

27.0 

69.3 

100.0 

Ovarian ca. OVCAR-8 j 

21.9 

7.6 

17.3 

18.2 

Ovary 

0.3 

4.5 

2.8 

0.8 

Breast ca. MCF-7 

0.0 

0.0 

0.5 

0.3 

Breast ca. MDA-MB- 
231 

0.0 

0.0 

0.2 

0.0 

Breast ca. BT 549 

O.O 

O.O 

0.6 

0.0 

Breast ca. T47D 

D.O 

0.0 

0.4 

0.3 
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Breast ca. MDA-N 

0.0 

0.7 

0.6 

0.3 

Breast Pool 

4.1 

42.9 

12.2 

3.5 

Trachea 

0.7 

8.3 

4.7 

1.4 

Lung 

0.7 

3.9 

3.9 

5.3 

Fetal Lung 

0.3 

8.0 

5.3 

2.9 

Lung ca. NCI-N417 

0.9 

0.2 

4.0 

2.0 

Lungca. LX-1 

2.7 

0.9 

4.9 

6.3 

Lungca. NCI-Hi 46 

0.0 

0.0 

0.1 

0.0 

Lung ca. SHP-77 

0.4 

0.2 

4.5 

0.8 

Lung ca. A549 

2.6 

0.0 

0.6 

2.2 

Lung ca. NCI-H526 

0.0 

0.0 

0.4 

0.3 

Lung ca. NCI-H23 

1.0 

0.6 

2.9 

2.3 

Lung ca. NCI-H460 

0.0 

0.0 

0.0 

0.0 

Lung ca. HOP-62 

0.0 

0.0 

0.5 

0.0 

Lung ca. NCI-H522 

0.6 

0.0 

3.3 

2.5 

Liver 

0.0 

0.0 

0.1 

0.4 

Fetal Liver 

0.3 

0.3 

0,8 

0.8 

Liver ca. HepG2 

0.3 

0.0 

0.1 

0.9 

Kidney Pool 

0.0 

100.0 

43.2 

14.6 

Fetal Kidney 

0.0 

12.1 

5.8 

3.4 

Renal ca. 786-0 

0.0 

0.0 

0.3 

0.0 

Renal ca. A498 

1.8 

0.0 

0.5 

3.8 

Renal ca. ACHN 

0.5 

0.0 

1.2 

0.5 

Renal ca. UO-3 1 

0.0 

0.0 

0.6 

0.0 

Renal ca. TK-10 

0.4 

0.7 

2.1 

0.5 

Bladder 

0.0 

6.6 

8.3 

0.9 

Gastric ca. (liver met.) 
NCI-N87 

0.0 

0.0 

1.1 

0.8 

Gastric ca.KATO 111 ; 

0.5 

0.3 

0.4 

0.4 

Colon ca. SW-948 

1.5 

0.0 

0.3 

2.2 

Colon ca. SW480 

5.2 

4.4 

■ 

23.0 

6.3 
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Colon ca.*(SW480 
met) SW620 

4 R 

1 7 

£ 1 

U. 1 

7 7 

Colon ca. HT29 

0.0 

0.0 

0.0 

0.3 

Colon ca. HCT-116 

0.2 

0.5 

2.1 

0.6 

Colon ca. CaCo-2 

3.6 

7.6 

18.3 

6.5 

Colon cancer tissue 

3.3 

5.6 

7.7 

4.4 

Colon ca.SWI116 

3.0 

1.1 

1.8 

2.1 

Colon ca. Colo-205 

0.4 

0.0 

0.2 

1.3 

Colon ca. SW-48 

3.6 

0.0 

1.4 

3.0 

Colon Pool 

5.0 

44.8 

25.5 

8.1 

Small Intestine Pool 

1.7 

26.8 

12.8 

2.0 

Stomach Pool 

2.3 

24.0 

8.5 

4.2 

Bone Marrow Pool 

1.6 

25.9 

18.7 

3.5 

Fetal Heart 

2.3 

31.6 

33.7 

8.6 

Heart Pool 

7.0 _ 

23.5 

33.7 

10.7 

Lymph Node Pool 

6.1 

64.6 

19.9 

6.7 

Fetal Skeletal Muscle 

5.2 

46.7 

19.1 

19.2 

Skeletal Muscle Pool 

9.2 

24.7 

22.1 

22.7 

Spleen Pool 

0.0 

2.4 

2.7 

0.6 

Thymus Pool 

2.0 

18.4 

7.7 

3.1 

CNS cancer (glio/astro) ; 
U87-MG 

1.5 

5.8 | 

10.9 

2.2 

CNS cancer (glio/astro): 
U-118-MG 

0.3 

1.5 

3.8 

0.8 

CNS cancer 

(neuro;met) SK-N-AS ; 

0.0 

0.7 

1.4 

0.5 

CNS cancer (astro) SF- 
539 

0.0 

0.2 

0.1 

0.2 

CNS cancer (astro) 
SNB-75 

1.1 

3.1 

11.7 

2.8 

CNS cancer (glio) 
SNB-19 

79.0 

12.8 

100.0 

97.9 

CNS cancer (glio) SF- 
295 

O.O 

0.0 

8.2 

1.5 
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Brain (Amygdala) Pool 

10.8 

7.9 

8.0 

4.4 

Brain (cerebellum) 

|0.4 

1.8 

8.8 

1.2 

Brain (fetal) 

in , 
;0.7 

8.4 

6.8 

2.1 

Brain (Hippocampus) 
Pool 

3.2 

9.9 

11.0 

4.3 

Cerebral Cortex Pool 

0.6 

1.8 

11.6 

2.0 

Brain (Substantia nigra) 
Pool 

Z.l 

4.2 


IX) 

Brain (Thalamus) Poo) 

2.7 

9.1 

9.7 

2.8 

Brain (whole) 

0.4 

3.3 

5.6 

1.9 

Spinal Cord Pool 

2.3 

13.1 

12.2 

4.2 

Adrenal Gland 

0.3 

7.4 

4.8 

0.9 

Pituitary gland Pool 

0.0 

1.8 

1.4 

0.6 

Salivary Gland 

0.0 

2.3 

1.1 

0.0 

Thyroid (female) 

0.3 

3.3 

1-9 

1.3 

Pancreatic ca. 
CAPAN2 

0.0 

0.5 

0.7 

0.6 

Pancreas Pool 

0.0 

3.5 

3.2 

1.0 


Table AQH . Panel 4. ID 


Tissue Name 

Rcl. Exp.(%) 
Ag6425, Run 
268713999 

Rcl. Exp.(%) 
Ag6435, Run 
268713480 

Rel. Exp.(%) 
Ag6439, Run 
268760823 

Secondary Thl act 

0.0 

0.0 

0.0 

Secondary Th2 act 

0.0 

0.0 

0.0 

Secondary Trl act 

0.0 

0.0 

0.0 

Secondary Thl rest 

0.0 

0.0 

0.0 

Secondary Th2 rest 

0.0 

0.7 

0.0 

Secondary Trl rest 

0.0 

0.0 

0.0 

Primary Thl act 

0.0 

0.0 

0.0 

Primary Th2 act 

0.0 

0.7 

0.0 

Primary Trl act 

0.0 

0.0 

0.0 

Primary Thl rest 

0.0 

0.0 

1.2 

Primary Th2 rest 

0.0 

0.0 

0.0 
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Primary Trl rest 

o.o jo.o 

0.0 

CD4^RA CD4 lymphocyte act 

0.0 

0.8 

2.6 

CD45ROCD4 lymphocyte act 

0.0 

1.6 

2.3 

CD8 lymphocyte act 

0.0 

0.0 

0.0 

Secondary CD8 lymphocyte 
rest 

0.0 

0.0 

0.0 

Secondary CD8 lymphocyte 
act 

0.0 

0.0 

0.0 

CD4 lymphocyte none 

0.0 

0.0 

0.0 

2ryThlATh2ATrl anti-CD95 
CHI 1 

0.0 

0.0 

1 o 

I .z 

LA K cells rest 

2.7 

6.1 

15.2 

LAK cellsIL-2 

0.0 

0.0 

0.0 

LAK cells 1L-2+IL-I2 

0.0 

0.0 

0.0 

LAK cells IL-2+IFN gamma 

0.0 

0.0 

0.0 

LAKceIlsIL-2+IL-l8 

0.0 

0.0 

0.0 

LAK cells PMA/ionomycin 

15.7 

6.1 

9.0 

NK Cells IL-2 rest 

0.0 

0.0 

1.4 

Two Way MLR 3 day 

0.0 

0.9 

1.4 

Two Way MLR 5 day 

0.0 

0.0 

0.0 

Two Way MLR 7 day 

13.2 

2.9 

3.7 

PBMC rest 

0.0 

0.0 

0.0 

PBMC PWM 

0.0 

0.0 

0.0 

PBMC PHA-L 

0.0 

0.0 

0.0 

Ramos (B cell) none 

0.0 

0.0 

0.0 

ixdmos yo ceil ) lononiycin 

0.0 

0.0 


B lymphocytes PWM 

0.0 

0.0 

0.0 

B lymphocytes CD40L and IL- 
4 

0.0 

0.0 

0.0 

EOL-I dbcAMP 

9.1 i 

0.0 

68.8 

EOL-1 dbcAMP 
PMA/ionomycin 

0.0 

1.0 

1.8 

Dendritic cells none 

13.8 

0.7 

0.0 
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Dendritic cells LPS 

0.0 

1 

jo.o 

0.0 

Dendritic cells anti-CD40 

3.3 

1 

ll.6 

0.0 

Monocytes rest 

0.0 

|0.0 

0.0 

Monocytes LPS 

0.0 

0.0 

2.6 

Macrophages rest 

0.0 

0.0 

0.0 

Macrophages LPS 

0.0 

0.8 

9.2 

HUVEC none 

0.0 

0.0 

0.0 

HUVEC starved 

0.0 

0.0 

0.0 

HUVEC IL-lbeta 

0.0 

0.0 

0.0 

HUVEC I FN gamma 

0.0 

0.0 

0.0 

HUVEC TNF alpha +IFN 
gamma 

0.0 

0.6 

1 

0.0 

HUVEC TNF alpha +IL4 

0.0 

0.0 

0.0 

HUVEC IL- 11 

0.0 

0.0 

0.0 

Luni! Microvascular FO none* 

0 0 

0.0 

0.0 

t.r- „ ^ -, 

iLunt! Microvascular FC 
TNFalpha + IL-lbeta 

o.o 

0.0 

0.0 

Microvascular Dermal FC 

iriivlUVlUVUIUI U/bl lliul 

none 

0.0 

0.0 

0.0 

Micros vasular Dermal EC 
TNFalpha+ IL-lbeta 

0.0 

0.0 

0.0 

Bronchial epithelium 
i iNraipna + il I oeta 

0.0 

0.0 

0.0 

Small airway epithelium none 

0.0 

0.0 

0.0 

Small airway epithelium 
i iNraipna t jl- i oeta 

0.0 

0.0 

0.0 

Coronery artery SMC rest 

0.0 

0.5 

0.0 

Coronery artery SMC 
TNFalpha+ IL-lbeta 

6.2 

0.0 

0.0 

Astrocytes rest 

100.0 

100.0 

100.0 

Astrocytes TNFalpha + IL- 
1 beta 

74.2 

97.9 

95.9 

KU-812 (Basophil) rest j 

0.0 

0.0 

0.0 

KU-812 (Basophil) 1 
PMA/ionomycin j 

0.0 

0.0 

0.0 
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CCD1 106 (Keratinocytes) none 

0.0 

0.0 

0.0 

CCDI 106 (Keratinocytes) 
TNFalpha+lL-lbeta 

A A 

A A 

0.0 

A A 

Liver cirrhosis 

4.6 

5.1 

8.5 

NCI-H292 none 

0.0 

0.0 

0.0 

NCI-H292 IL-4 

0.0 

0.0 

0.0 

NCI-H292 IL-9 

0.0 

0.0 

0.0 

NCI-H292IL-I3 

0.0 

0.0 

0.0 

NCI-H292 I FN gamma 

0.0 

0.0 

0.0 

HPAEC none 

0.0 

0.0 

0.0 

HPAEC TNF alpha + IL-1 beta 

0.0 

0.0 

0.0 

Lung fibroblast none 

31.4 

62.9 

94.0 

Lung fibroblast TNF alpha + 
IL-I beta 

22.2 

25.2 

62.9 

Lung fibroblast IL-4 

19.1 

23.3 

34.9 

Lung fibroblast IL-9 

23.5 

20.4 

96.6 

Lung fibroblast IL-I 3 

4.5 

15.0 

13.4 

Lung fibroblast IFN gamma 

15.7 

29.9 

89.5 

Dermal fibroblast CCD1070 
rest 

0.0 

5.6 

4.1 

Dermal fibroblast CCD 1070 
TNF alpha 

0.0 

0.8 

2.3 

Dermal fibroblast CCDI070 
IL-1 beta 


u. / 


Dermal fibroblast IFN gamma 
Dermal fibroblast IL-4 

8.5 

20.0 

26.6 

4.1 

22.7 

25.5 

Dermal Fibroblasts rest 

8.0 

20.7 

47.3 

Neutrophils TNFa+LPS 

0.0 

1.2 

0.0 

Neutrophils rest 

0.0 

0.0 

0.0 

Colon 

4.0 

7.9 

8.4 

Lung 

0.0 

1.6 

2.1 

Thymus 

0.0 

2.0 

2.4 

Kidney 

4.9 

10.2 

5.2 ; 
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CNS_neurodegeneration_vl.O Summary: Ag6435/Ag6439/Ag6440 This panel 
confirms the expression of this gene at low levels in the brains of an independent group of 
individuals. However, no differential expression of this gene was detected between 
Alzheimer's diseased postmortem brains and those of non-demented controls in this 
5 experiment. See Panel 1 .4 for a discussion of the of this gene in treatment of central nervous 
system disorders. 

Genera!_screening_panel_vl.6 Summary: Ag6425/ Ag6435/Ag6439/Ag6440 
Highest expression of this gene is detected in kidney, ovarian cancer IGROV-I cell line and 
brain cancer SNB-19 cell lines (CTs=28-31). In addition, consistent with expression seen in 
10 panel 1.4, moderate to low levels of expression of this gene is also seen in all the regions of 
central nervous system, tissues with metabolic/endocrine functions, and number of cancer 
cell lines. See panel 1 A for further discussion of this gene. 

Panel 4.1D Summary:: Ag6425/ Ag6435/Ag6439 Highest expression of this gene 
is detected in both resting and cytokine activated astrocytes (CTs=22-34.5). Therefore, 
1 5 therapeutic modulation of this gene or the design of therapeutics with the encoded protein 
could be important in the treatment of multiple sclerosis or other inflammatory diseases of 
the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
20 colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 

functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

25 

AR. CG56054-10 and CG56054-ll:Integrin alpha 7-like protein. 

Expression of gene CG56054-10 and CG56054-1 1 was assessed using the primer- 
probe sets Ag4983, Ag6442, Ag6425, Ag6428, Ag643l, Ag6433, Ag6435, Ag6440, 
Ag6446, Ag6447, Ag64 1 3 and Ag6964, described in Tables ARA, ARB, ARC, ARD, ARE, 
30 ARF, ARG, ARH, ARI, ARJ, ARK and ARL. Results of the RTQ-PCR runs are shown in 
Tables ARM, ARN, ARO, ARP, ARQ and ARR. Note Ag6433 is specific for CG56054- 1 1 . 
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Also, the CG56054-1 1 gene is only recognized by probe-primer sets Ag6433, Ag6431, 
Ag6446 and Ag6964. 


Table ARA. Probe Name Ag4983 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

i 

ccaggtcaccttctacctcatc-3 • 

22 

2342 

. . _. P „ 

534 

Probe 

TET-5 1 - 

cttagcacctccgggatcagcatt- j 
3 ' -TAMRA j 

24 

2364 

535 

Reverse 

5'- J 

122 

aacagcagctctacctccagtt-3 • j 

2398 

536 


Table ARB . Probe Name Ag6442 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' - 

gatgtggacagtagggatagga-3 * 

22 

2781 

537 

Probe 

TET-5 1 - 

ccacctgagcagcaggagcct-3 ' - 
TAMRA 


2820 

538 

Reverse 

5 ' -gcgcagtccagggtg-3 • 

15 

2906 

539 


Table ARC . Probe Name Ag6425 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -cggatgcacaccccat-3 ' 

16 

3516 

540 

Probe 

TET-5 1 - 

catcccgagctgggcccc-3 * - 
TAMRA 

18 

3548 

541 

Reverse 

5 1 -gccctggatgcccat-3 1 

15 

3567 

542 


Table ARD . Probe Name Ag6428 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • -cttcatctaccatgggagca- 
3 ' 

20 

1301 

543 

Probe 

TET-5' - 

ccttcacaggtgctggagggc- 
3 ' -TAMRA 

21 

1341 

544 
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Reverse 

5* -agggagtagccgaagctct- ^ 

545 

Table ARE. Probe Name Ag6431 

Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -aaacatcaccctggactgc-3 ' 

19 

2900 

546 

Probe 

TET-5' - 

tggtgttcagctzgcccactctacag- 
3 ' -TAMRA 

25 

2941 

547 

Reverse 

5 ' - ccgcgcggtcaaa - 3 1 

13 

2967 

548 

Table ARF. Probe Name Ae6433 

Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -ggagtcagtgtcctctgctga- 
3 ' 

21 

534 

549 

Probe 

TET- 5 ' - 

ctgcccactctacagctttgaccgc- 
3 ' -TAMRA 

25 

615 

550 

Reverse 

5 1 -cccagacatgcagcacag-3 ' 

18 

644 

551 


Table ARC Probe Name Ag6435 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 1 -ggccagggtggagct-3 1 

15 

731 

552 

Probe 

TET- 5 ' - 

acctggcacacctggacgacg- 
3 * -TAMRA 

21 

766 

553 

Reverse 

B ' -cagggaccgggatga-3 * 

15 

829 

554 


5 Table ARH . Probe Name Ag6440 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • -accatcctgaggaacaactg- 
3 • 

20 

3473 

555 

Probe 

TET- 5 * - 

ctgacgggcatcccgagct-3 ' - 
TAMRA 

19 

3540 

556 

Reverse 

5 * -ccctggatgcccatc-3 ' 

15 

3566 

557 


Table ARI . Probe Name Ag6446 


608 


WO 03/023008 


PCTYUS02/28596 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 1 -gcttcttccatcggagca-3 ' 

18 

3256 

558 

Probe 

TET-5' - 

caactatcaccgggcctgtctggc- 
3 1 - TAMRA 

24 

3296 

559 

Reverse 

5 ' -catggctgaaggctgca-3 ' 

17 

3322 

560 


Table ARJ . Probe Name Ag6447 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 * -gacgacggtccctacga-3 • 

17 

780 

561 

Probe 

TET-5' - 

tcatcccggtccctgccaa-3 • - 
TAMRA 

19 

829 

562 

Reverse 

5\- 

gtcaatagagaagccaaagtagct- 
3» 

24 

849 

563 


Table ARK . Probe Name Ag64 1 3 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' - 

ggtgaagacaagatctgccag-3 ' 

21 

1980 

564 

Probe 

TET-5' - 

tgtacccgggtcagcgacacg- 
3 ' -TAMRA 

21 

2031 

565 

Reverse 

5 ■ -gctgttgttccatccacatc- 
3 • 

20 

2073 

566 


Table ARL . Probe Name Ag6964 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -ggccccagacatgca-3 • 

15 

2986 

567 

Probe 

TET-5' - 

actctacagctttgaccgcgcgg- 
3 ' -TAMRA 

23 

2957 

568 

Reverse 

5 ' -gccaactgtgtggtgttca-3 ' 

19 

2931 

569 


5 Table ARM . CNS_neurodegeneration_v 1 .0 
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Tissue 
Name 

Rel. 

Exp.(% 

) 

Ag4983 
, Run 
218649 

Rel. 

Exp.(% 

) 

Ag6413 
, Run 
269253 

yoo 

Rel. 

Exp.(% 
) 

Ag6428 
, Run 
266937 

Uol 

Rel. 

Exp.(% 

) 

Ag6431 
, Run 
268030 

ILL 

Rel. 

Exp.(% 
) 

Ag6433 
, Run 
268030 

/II 

Rel. 

Exp.(% 

) 

Ag6435 
, Run 
269253 

GOT 

yy 1 

Rel. 

Exp.(% 

) 

Ag6440 
, Run 
269254 

Rel. 

Exp.(% 
) 

Ag6442 
, Run 
264979 
298 

Rel. 

Exp.(% 

) 

Ag6446 

,Run 

269254 

(\(\£L 

OUo 

Rel. 

Exp.(% 

) 

Ag6447 
, Run 
269254 

UU7 

AD 1 
Hippo 

23.7 

24.8 

18.0 

18.8 

27.0 

17.1 

18.9 

19.2 

42.9 

18.8 

AD 2 
Hippo 

41.2 

52.9 

32.3 

28.7 

43.5 

27.9 

61.1 

49.7 

41.8 

10.4 

AD 3 
H i ppo 

8.9 

6.4 

3.7 

7.5 

9.9 

4.8 

9.7 

20.4 

23.7 

0.0 

AD 4 

14.8 

25.5 

10.7 

18.8 

18.2 

18.3 

23.3 

5.6 

29.9 

4.6 

AD 5 
Hippo 

44.8 

41.8 

53.2 

38.4 

44.8 

46.7 

34.6 

57.4 

67.8 

11.0 

AD 6 
Hippo 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

90.1 

100.0 

100.0 

Control 
2 Hippo 

24.3 

36.1 

18.7 

29.5 

20.7 

8.5 

29.9 

28.5 

39.2 

3.1 

Control 
4 Hippo 

42.9 

43.8 

27.0 

32.3 

52.1 

29.9 

54.7 

86.5 

62.4 

43.8 

Control i 
(Path) 3 
Hippo 

14.2 

11.4 

4.6 

6.0 

6.8 

5.2 

5.8 

0.0 

14.6 

5.3 

AD 1 

Tempor 

alCtx 

23.3 

15.9 

12.9 

17.1 

23.7 ! 

12.8 

12.6 

16.8 

72.7 

9.0 

AD 2 
Tempor 
al Ctx 

41.5 

47.3 

31.0 

39.8 

24.7 

45.1 

59.0 j 

21.6 ; 

43.2 

21.0 

AD 3 
Tempor 
al Ctx 

9.5 

9.8 

6.0 

11.3 

11.5 

4.1 

17.1 

5.7 

36.3 

3.9 

AD 4 
Tempor 
al Ctx 

30.6 

39.0 

20.2 

25.3 

19.1 

6.8 

29.9 

8.7 

43.2 

7.7 

AD 5 
Inf 

Tempor 
ai Ctx 

45.4 

37.1 

39.2 

36.3 

30.6 

1.6 

41.8 

73.7 

63.3 

23.7 
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AD 5 
Sup 

Tempor 
al Ctx 

51.1 

39.0 

42.0 

32.3 

38.7 

33.2 

39.2 

S5 9 

95 3 

1 1 .4 

AD 6 
Inf 

Tempor 
al Ctx 

38.2 

59 9 

49 3 

46 7 

43 5 

52 1 

48 (\ 

76 X 

45 1 

88 9 

OO./ 

AD 6 
Sup 

Tempor 
al Ctx 

43.8 

48.6 

48 1 

SO T 

J\J. J 

6D 0 

37 6 

1 7 n 

J7.7 


61 .1 

Control 
1 

Tempor 
al Ctx 

12.2 

23.0 

12.9 

1 5 6 

1 1 8 

6 7 


46 7 

5.9 

2.8 

Control 
2 

Tempor 
alCtx 

14.2 

32.5 

18 2 

17 4 

1 f .*T 

31 0 

7 3 

43 5 

SO 0 

13.6 

16.0 

Control 
3 

Tempor 
al Ctx 

15.1 

15.3 

9 6 

14 5 

- . , 

f r- 

12 6 

4.4 

9 2 

9 5 

12.5 

3. 1 

Control 

3 

Tempor 
alCtx ; 

23.7 

25.0 

15.2 

13.1 

17.7 

1 1.7 

30.1 

13.6 

26.6 

13.6 

Control j 
(Path) 1 j 
Tempor 
alCtx 

26.1 

47.0 

27.0 

30.6 

39.2 

24.8 

51.1 

46.0 

21.2 

13.8 

Control 
(Path) 2 
Tempor 
alCtx 

24.5 

25.9 

16.0 

20.4 

14.2 

9.8 

7.2 

0.0 

27.2 

2.6 

Control 
(Path) 3 
Tempor 
al Ctx 

11.7 

16.0 

7.5 

10.9 

13.6 

3.5 

9.9 

31.0 

24.5 

6.3 

Control 
(Path) 4 
Tempor 
al Ctx 

21.9 

27.4 

17.1 

18.2 

11.9 

14.8 

14.9 

39.5 

19.2 

7.0 
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AD i 

Occipit 
al Ctx 

16.0 

1 1.9 

10.2 

1 1.5 

13.1 

15.0 

5.8 

6.3 

j 

| 

39.5 

0.0 

AD 2 
Occipit 
al Ctx 
(Missin 
g) 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

AD 3 
Occipit 
al Ctx 

10.7 

6.0 

6.4 

8.8 

8.0 

8.0 

7.8 

4.9 

19.3 

0.0 

AD 4 
Occipit 
a! Ctx 

18.9 

23.7 

13.0 

17.9 

15.9 

6.8 

35.4 

11.1 

25.3 

3.5 

AD 5 
Occipit 
al Ctx 

24.8 

28.3 

25.3 

22.5 

36.6 

12.7 

16.6 

42.3 

25.2 

3.8 

AD 6 
Occipit 
al Ctx 

20.6 

31.9 

20.2 

17.0 

16.0 

5.9 

23.5 

14.8 

9.7 

8.5 

Control 
1 

Occipit 
al Ctx 

9.5 

14.4 

6.0 

8.7 

15.1 

4.1 

15.2 

8.8 

6.5 

1.3 

Control 
2 

Occipit 
al Ctx 

31.9 

42.6 

26.4 

33.2 

25.0 

20.3 

35.8 

82.4 

8.1 

13.7 

Control 
3 

Occipit 
al Ctx 

18.8 

13.0 

10.7 

17.1 

12.1 

7.5 

4.4 j 

8.8 

15.8 

5.0 

Control 
4 

(\ r> o i rti t 

UCCipiL 

al Ctx 

18.2 

17.0 

12.0 

12.6 

14.4 

3.3 

12.9 

24.0 

23.3 

1.3 

Control 
(Path) 1 
Occipit 
alCtx ; 

38.2 

52.5 

35.6 

36.1 

40.9 

25.9 

22.4 

100.0 

23.3 

12.1 

Control 
(Path) 2 
Occipit 
alCtx 

9.6 

14.1 

6.7 

7.9 


7.4 

5.0 

9.3 

15.6 

13.2 
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Control 
(Path) 3 
Occipit 
al Ctx 

4.8 

8.7 

5.4 

6.0 

5.3 

2.3 

6.7 J4.1 

4.5 

9.4 

Control 
(Path) 4 
Occipit 
al Ctx 

16.2 

13.2 

13.2 

10.2 

5.8 

21.0 

11 o 

JZ.o 

5.9 

20.4 

Control 
1 

Parietal 
Ctx 

14.4 

21.9 

8.8 

16.3 

13.2 

12.5 


y.z 

5.7 

5.0 

Control 
2 

Parietal 
Ctx 

32.8 

28.9 

34.4 

28.3 

27.4 

41.2 


ZiS. 1 

74.2 

25.5 

Control 
3 

Parietal 
Ctx 

20.6 

19.8 

1 1.5 

8.7 

18.2 

13.2 

Z 1 .0 


8.6 

16.7 

Control 
(Path) 1 
Parietal 
Ctx 

35.4 

62.4 

34.2 

39.2 

44.1 j 

22.5 

47 3 

69.3 

24.0 

4.2 

Control 
(Path) 2 
Parietal 
Ctx 

22.1 

23.8 

19.6 

22.5 

16.5 

26.8 

17.1 

37.6 

23.7 

14.4 

Control 
(Path) 3 
Parietal 
Ctx 

11.2 

15.4 

3.9 

"7-1 

8.7 

7.5 

11.7 

10.4 

11.0 

5.9 

Control 
(Path) 4 
Parietal 
Ctx 

31.2 

34.2 

24.8 

8.8 

14.0 

20.6 

29.3 

27.5 

27.0 

9.4 


Table ARN . General_screeningj>anel_vl.4 


Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

Adipose 

25.3 

Renal ca. TK-10 

3.0 

Melanoma* Hs688(A)T 

1.0 

Bladder 

7.0 
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Melanoma* Hs688(B).T 

2.9 

Gastric ca. (liver met.) 
NCI-N87 

1.9 

Melanoma* M14 

0.7 

Gastric ca. KATO ill 

0.7 

Melanoma* LOXIMVI 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

29.9 

Colon ca. SW480 

45.4 

Squamous cell carcinoma 
SCC-4 

0.1 

Colon ca.* (SW480 met) 
SW620 

17.1 

Testis Pool 

10.7 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 


fV\lrin HPT 1 IA 
L^OIOn Cd. nL 1 - 1 1 O 

D.J 

Prostate Pool 

18.4 

Colon ca. CaCo-2 

21.8 

Placenta 

0.4 

Colon cancer tissue 

12.7 

Uterus Pool 

~ — — «— "| 

10.4 

Colon ca. SW1116 

2.4 m 

Ovarian ca. OVCAR-3 

1.2 

Colon ca. Colo-205 

0.4 

Ovarian ca. SK-OV-3 

1.7 

Colon ca. SW-48 

1.5 

Ovarian ca. OVCAR-4 

0.6 

Colon Pool 

31.4 

Ovarian ca. OVCAR-5 

2.1 

Small Intestine Pool 

12.1 

Ovarian ca. IGROV-1 

87.7 

Stomach Pool 

13.6 

Ovarian ca. OVCAR-8 

10.6 

Bone Marrow Pool 

13.2 

Ovary 

4.7 

Fetal Heart 

24.1 

Breast ca. MCF-7 

0.4 

Heart Pool 

34.9 

Breast ca. MDA-MB-23 1 

0.4 

Lymph Node Pool 

26.4 

Breast ca. BT 549 

0.6 

Fetal Skeletal Muscle 

55.1 

Breast ca. T47D 

5.1 

Skeletal Muscle Pool 

82.4 

Breast ca. MDA-N 

1.0 

Spleen Pool 

3.3 

Breast Pool 

18.2 

Thymus Pool 

10.2 

Trachea 

8.9 

CNS cancer (glio/astro) 
U87-MG 

14.9 

Lung 

3.7 

CNS cancer (glio/astro) 
U-1I8-MG 

5.1 

Fetal Lung 

7.2 

CNS cancer (neuro;met) 
SK-N-AS 

2.6 

Lungca. NCI-N4I7 

2.3 

CNS cancer (astro) SF- 
539 

0.2 
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Lung ca. LX-I 

9.7 

CNS cancer (astro) SNB- 
75 

11.9 

Lung ca. NCI-H146 

0.3 

CNS cancer (glio) SNB- 
19 

100.0 

Lung ca. SHP-77 

8.1 

CNS cancer (glio) SF-295 

14.6 

Lung ca. A549 

0.7 

Brain (Amygdala) Pool 

8.0 

Lung ca. NCI-H526 

0.4 

Brain (cerebellum) 

M.5 

Lung ca. NCI-H23 

6.4 

Brain (fetal) 

10.8 

Lung ca. NCI-H460 

0.2 

Brain (Hippocampus) 
Pool 

11.6 

Lung ca. HOP-62 

0.9 

Cerebral Cortex Pool 

12.9 

uung ca. fNi^i-rOzz 

l.Z, 

Brain (Substantia nigra) 
Pool 


Liver 

0.2 

Brain (Thalamus) Pool 

13.7 

Fetal Liver 

0.6 

Brain (whole) 

7.7 

Liver ca. HepG2 

0.3 

Spinal Cord Pool 

14.9 

Kidney Pool 

41.8 

Adrenal Gland 

7.9 

Fetal Kidney 

4.9 

Pituitary gland Pool 

1.3 

Renal ca. 786-0 

0.3 

Salivary Gland 

1.6 

Renal ca. A498 

0-4 

Thyroid (female) 

3.0 

Renal ca. ACHN 

2.1 

Pancreatic ca. CAPAN2 

1.5 

Renal ca. UO-31 

0.6 

Pancreas Pool 

16.0 


Table ARO . General_screening_panel_v 1 .5 


Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Adipose 

3.2 

Renal ca. TK-10 

0.8 

Melanoma* 
Hs688(A).T 

0.5 

Bladder 

2.1 

Melanoma* 
Hs688(B).T 

0.5 

Gastric ca. (liver 
met.) NC1-N87 

0.7 

Melanoma* M 14 

0.7 

Gastric ca. 
KATO III 

0.2 

Melanoma* 
LOXIMVI 

0.0 

Colon ca. SW- 

948 

0.1 
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Melanoma* SK- 

MEL-5 

8.9 

Colon ca. SW480 

17.7 

Squamous ceil 
carcinoma SCC-4 

0.0 

Colon ca.* 
(SW480 met) S W620 

7.9 

Testis Pool 

3.5 

Colon ca. HT29 

0.5 

rrobiaie ca. 
(bone met) PC-3 

0.1 

v^oion ca. riv_, i - 

116 

2.4 

rrubidie r 001 

i i 
j. i 

l~.OIOn Ca. \-,3S^O-/. 

Ift 7 
I u.z 

Placenta 

0.4 

Colon cancer 

10.7 

Uterus Pool 

5.4 

Colon ca. 

C\l/ 1 1 1 c 

oWI 1 10 

1.3 

Ovarian ca. 

\J v V_^rA (\ J 

0.4 

Colon ca. Colo- 

0.0 

Ovarian ca. SK- 

\J v -j 

0.1 

Colon ca. SW-48 

0.7 

ill/Orion 

wvanan ca. 
OVCAR-4 

0.3 

Colon Pool 

6.3 

Ovarian ca 
OVCAR-5 

0.8 

Small Intestine 

Pool 

5.2 

Ovarian ca. 
IGROV-1 

66.0 

Stomach Pool 

4.3 

Ovarian ca. 
OVCAR-8 

11.2 

Bone Marrow 

Pool 

3.3 

Ovary 

2.0 

Fetal Heart 

7.6 

Breast ca MCF-7 

0 1 

V/. 1 

Heart Pont 

I lLdJ 1 1 UUI 

13.3 

Breast ra MDA- 

MB-231 

0.2 

I vmnh NrwHf* 

Pool 

7.1 

Breast ca. BT 549 

0.4 

Fetal Skeletal 

Muscle 

16.5 

Breast ca. T47D 

0.0 

Skeletal Muscle 

Pool 

100.0 

Breast ca. MDA- 

N 

0.5 

Spleen Pool 

1.9 

Breast Pool 

7.4 

Thymus Pool 

5.5 

Trachea 

2.4 j 

CNS cancer 
(glio/astro) U87-MG 

7.4 
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Lung 

3.5 

CNS cancer 
felio/astro'l LJ-1 18-MG 

2.6 

Fetal Lung 

3.8 

CNS cancer 

1.2 

Lung ca. NCI- 

N417 

1 N'T I / 

1.6 

CNS cancer 

0.2 

Lungca. LX-1 

1.4 

CNS cancer 

6.7 

Lung ca. NCI- 

111 tVJ 

0.4 

CNS cancer 

^J^IIU^ OIND-17 

63.7 

Lungca. SHP-77 

2.0 

CNS cancer 

4.0 

Lung ca. A549 

0.2 

Brain 

5.0 

Lung ca. NCI- 
HI S26 

0.6 

Brain 

( Pf^rpKpl li im^ 
^L>CI t/UCI IUI 1 1 j 

3.3 

Lung ca. NCI- 

H23 

2.0 

Brain (fetal) 

1.9 

1 lino rs* MfT- 

Lrllllg ta. INV_-1~ 

H460 

0.1 

Di all 1 

(Hippocampus) Pool 

5.7 

Lungca. HOP-62 

0.6 

Cerebral Cortex 

Pool 

4.6 

Lung ca. NCI- 

H522 

1.1 

Brain (Substantia 
nigra) Pool 

5.1 

Liver 

0.2 

Brain (Thalamus) 

Pool 

3.7 

Fetal Liver 

0.2 

Brain (whole) 

3.2 

Liver ca. HepG2 

0.0 

Spinal Cord Poo! 

y.u 

Money rooi 

I J.O 

Aarenai vjiano 


Fetal Kidney 

1.0 

Pituitary gland 

Pool 

0.7 

Renal ca. 786-0 

0.2 

Salivary Gland 

0.7 

Renal ca. A498 

0.2 

Thyroid (female) 

1.0 

Renal ca. ACHN 

0.2 

Pancreatic ca. 
CAPAN2 

0.5 

Renal ca. UO-3 1 

0.4 

Pancreas Pool 

8.8 


Table ARP. General_screening_panel_vl .6 
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Tissue 
Name 

Rel. 

Exp.(% 
) 

Ag6413 
, Run 
277249 
371 

Rel. 
Exp.(% 

) 

Ag6425 
, Run 
277221 
721 

Rel. 

Exp.(% 
) 

Ag6428 
, Run 
277222 
439 

Rel. 

Exp.(% 

) 

Ag6431 
, Run 
277633 
568 

Rel. 

Exp.(% 

) 

Ag6431 
, Run 
278389 
390 

Rel. 

Exp.(% 
) 

Ag6433 
, Run 
277222 
449 

Rel. 

Exp.(% 

) 

Ag6435 
, Run 
277223 
167 

Rel. 

Exp.(% 
) 

Ag6440 
, Run 
277223 
177 

Rel. 

Exp.(% 
) 

Ag6446 
,Run 
277250 
179 

Rc). 

Exp.(% 
) 

Ag6964 
, Run 
278388 
946 

Adipose 

25.9 

2.6 

20.0 

17.4 

13.8 

19.5 

13.2 

3.7 

1.7 

18.8 

Melanom 
a* 

Hs688(A 
).T 

0.5 

0.0 

2.0 

0.8 

0.9 

0.3 

0.9 

0.0 

0.1 

0.7 

Melanom 
a* 

Hs688(B 
).T 

2.7 

0.2 

4.1 

2.5 

2.2 

2.5 

1.9 

0.8 

0.1 

2.4 

Melanom 
a* M14 

0.3 

0.0 

0.7 

0.4 

0.4 

0.5 

0.0 

0.0 

0.1 

0.7 

Melanom 
a* 

LOXIM 
VI 

0.0 

0.0 

0.1 

0.0 

0.0 

0.1 

0.0 

0.0 

0.1 

0.1 

Melanom 
a* SK- 
MEL-5 

15.2 

2.2 

30.4 

18.2 

14.6 

13.1 

4.4 

_ 

3.0 

6.8 

15.9 

Squamou 
s cell 
carcinom 
a SCC-4 

0.0 

0.0 

0.1 

0.1 

0.2 

0.1 

0.0 

0.0 

0.0 

0.1 

Testis 
Pool 


J.j 

c o 

o.o 

1 A A 

n a 

1 A A 

1 A A 
IU.U 

1 A 

^ Q 

6 b 

y.v 

Prostate 
ca.* 
(bone 
met) PC- 
3 

1.9 

0.5 

2.5 

1.9 

1.8 

1-5 

1.8 

1.2 

7.7 

4.3 

Prostate 
Pool 

8.1 

1.0 

1 1 .5 

11.3 

12.1 

15.0 

10.0 

2.1 

1.9 

10.0 

Placenta 

0.5 

0.0 

0.7 

0.1 

0.1 \ 

0.5 

0.3 

0.0 

0.9 

0.4 

Uterus 
Pool 

2.2 

1.5 

4.5 

4.6 

4.5 

4.7 

16.2 

2.3 

0.3 

4.1 
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Ovarian 
ca. 

OVCAR- 
3 

0.9 

0.3 

1.1 

0.7 

1.1 

0.9 

0.4 

0.4 

4.8 

4.0 

Ovarian 
ca. SK- 
OV-3 

0.8 

0.2 

1.7 

0.8 

0.9 

1.2 

0.9 

0.5 

2.5 

1.7 

Ovarian 

ca. 

OVCAR- 
4 

0.2 

0.0 

0.9 

0.4 

0.8 

0.3 

0.0 

0.0 

0.5 

0.5 

Ovarian 
ca. 

OVCAR- 

5 

1.6 

1.3 

2.9 

1.3 

1.7 

2.1 

0.3 

4.2 

15.6 

7.9 

Ovarian 
ca. 

IGROV- 
1 

100.0 

100.0 

77.9 

84.7 

97.9 

100.0 

27.0 

100.0 

5.4 

75.8 

Ovarian 

ca. 

OVCAR- 
8 

13.6 

21.9 

14.0 

15.6 

14.6 

17.1 

7.6 

18.2 

4.2 

16.7 

Ovary 

2.7 

0.3 

5.2 

3.1 

2.3 

4.1 

4.5 i 

0.8 

0.2 

2.4 

Breast 
ca. MCF- 
7 

0.3 

0.0 

0.3 

0.1 

0.2 

0.1 

0.0 

0.3 

0.9 

0.5 

Breast 
ca. 

MDA- 
MB-231 ; 

0.1 

0.0 

0.4 

0.2 

0.2 ■ 

0.1 

0.0 

0.0 

0.2 

0.3 

Breast 
ca. BT 
549 

0.5 

0.0 

0.5 

0.1 

0.5 

0.6 

0.0 

0.0 

0.2 

0.4 

Breast 
ca. T47D 

0.0 

0.0 

0.5 

0.2 

0.3 

0.4 

0.0 

0.3 

0.7 

0.5 

Breast 
ca. 

MDA-N 

0.6 

0.0 

0.7 

0.6 

0.6 

1.0 

0.7 

0.3 

0.0 

0.8 

Breast 
Pool 

15.0 

4.1 

21.8 

14.6 

10.7 

15.5 

42.9 

3.5 

2.0 

16.7 

Trachea 

4.5 

0.7 

8.4 

4.8 

4.2 

4.6 

8.3 

1.4 

0.5 

5.6 

Lung 

2.8 

0.7 

2.3 

4.2 

— — — ~* 
3.2 

5.2 

3.9 

5.3 

0.5 

5.1 
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Fetal 
Lung 

1 Q 

J.y 

U.J 

9.1 

|5.0 

4.8 

5.1 

8.0 

2.9 

0.5 

6.1 

Lung ca. 

NCI- 

N4I7 

2.0 

0.9 

3.5 

I 3 ' 3 

1 _.. _ 

2.6 

2.3 

0.2 

2.0 

0.4 

2.3 

Lung ca. 
LX-1 

3.5 

2.7 

6.5 

|5.0 

3.5 

4.1 

0.9 

6.3 

100.0 

44.1 

Lung ca. 

NCI- 

HI46 

0.1 

0.0 

0.3 

0.1 

0.2 

0.3 

0.0 

0.0 

0.1 

0.1 

Lung ca. 
SHP-77 

4.0 

0.4 

6.8 

5.3 

4.5 

6.1 

0.2 

0.8 

0.1 

3.8 

Lung ca. 
A549 

U.J 

2.0 

0.9 

0.0 

0.4 

0.7 

0.0 

2.2 

14.3 

4.7 

Lung ca. 

NC1- 

H526 

Lung ca. 
NCI-H23 

0.2 

0.0 

0.9 

0.6 

0.3 

0.6 

0.0 

0.3 

0.0 

0.5 

2.y 

1 f\ 

1.0 

4.6 

4.8 

3.2 

3.3 

0.6 

2.3 

15.9 

10.3 

Lung ca. 

NCI- 

H460 

0.0 

0.0 

0.2 

0.1 

0.3 

0.0 

0.0 

6.0 

0.1 

0.3 

Lungca. 
HOP-62 

0.5 | 

i 

0.0 

0.5 

1.0 

0.6 

0.6 

0.0 

0.0 

0.2 

0.7 

Lungca. 

NCI- 

H522 

1.7 ! 

0.6 

2.3 

1 7 

l . / 

l T 
■ .j 

1 4 


Z.J 

27.7 

8.9 

Liver 

0.1 

0.0 

0.0 

0.0 

0.0 

0.1 

0.0 

0.4 

5.3 

2.0 

Fetal 
Liver 

0.3 

0.3 

1.1 

0.6 

0.5 

0.2 

0.3 

0.8 

23.0 

8.2 

Liver ca. 
HepG2 

0.1 

0.3 

0.2 

0.0 

0.2 

0.3 

0.0 

0.9 

7.3 

2.4 

Kidney 
Pool 

27.9 

0.0 

47.0 

33.9 

28.1 

28.3 

100.0 

14.6 

5.3 
20.2 

32.8 
11.5 

Fetal 
Kidney 

1.4 

O.O 

4.9 

4.1 

4.0 

4.1 

12.1 

3.4 

Renal ca. 
786-0 

0.2 

0.0 

0.2 

0.3 

0.1 

0.5 

0.0 

0.0 

1.7 

0.9 

Renal ca. 
A498 

0.0 

1.8 

0.2 

3.0 

0.3 

O.O 

0.0 

3.8 

23.0 

8.5 
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Renal ca. 
ACKN 

1.5 

0.5 

2.5 

1.7 

1.5 

2.1 

0.0 

0.5 

3.8 

2.5 

Renal ca. 
UO-31 

0.3 

0.0 

0.5 

mmwwnm T . r 
0.2 

0.2 

0.4 

0.0 

0.0 

0.7 

0.3 

Renal ca. 
TK-IO 

1.9 

0.4 

3.1 

2.0 

1-9 

2.9 

0.7 

0.5 

6.4 

4.6 

Bladder 

4.2 

0.0 

5.9 

5.5 

5.1 

4.2 

6.6 

0.9 

3.2 

6.7 

Gastric 
ca. (liver 
met.) 
NCI-N87 

0.9 

0.0 

1.7 

0.9 

1.2 

1.3 

0.0 

0.8 

17.8 

6.7 

Gastric 
ca. 

KATO 
III 

0.4 

0.5 

0.8 

0.2 

0.3 

0.2 

0.3 

0.4 

1.3 

0.9 

Colon ca. 
SW-948 

0.0 

1.5 

0.2 

0.2 

0.2 

0.0 

0.0 

2.2 

6.1 

1.2 

Colon ca. 
SW480 

20.9 

5.2 

41.8 

27.0 

23.3 

26.8 

4.4 

6.3 

39.0 

33.7 

Colon 
ca.* 

(SW480 

met) 

SW620 

13.3 

4.8 

16.4 

12.8 

10.3 

13.0 

1.7 

7.2 

71.2 

25.0 

Colon ca. 
HT29 

0.2 

0.0 

0.0 | 

0.2 

0.2 

0.1 

0.0 

0.3 

3.5 

0.3 

Colon ca. 
HCT-116 

2.1 

0.2 

3.2 | 

2.5 

2.0 

2.3 

0.5 

0.6 

6.4 

4.3 

Colon ca. 
CaCo-2 

15.0 

3.6 

27.0 

19.1 

16.7 

16.5 

7.6 

6.5 

78.5 

38.2 

Colon 
cancer 
tissue 

9.0 

3.3 

11.0 

11.9 

7.6 

10.0 

5.6 

4.4 

21.9 

20.4 

Colon ca. 
SWI1I6 

1.3 

3.0 

2.5 

2.0 

1.5 

1.1 

1.1 

2.1 

19.5 

6.0 

Colon ca. 
Colo-205 

0.1 

0.4 

0.3 

0.2 

0.0 

0.0 

0.0 

1.3 

3.0 

0.8 

Colon ca. 
SW-48 

0.8 

3.6 

1.4 

1.5 

1.5 

1.0 

0.0 

3.0 

4.2 

2.6 

Colon 
Pool 

20.3 

5.0 

28.1 

23.2 

18.7 

18.7 

44.8 

8.1 

3.1 

20.6 


621 


WO 03/023008 


PCT/US02/28596 


Small 

Intestine 

Pool 

14.0 

1.7 

17.1 

i 1.2 

13.0 

11.4 

26.8 

2.0 

2.5 

10.4 

Stomach 
Pool 

8.1 

2.3 

14.3 

9.5 

9.3 

9.5 

24.0 

4.2 

1.1 

10.7 

Bone 

Marrow 

Pool 

6.8 

1.6 

14.3 

10.2 

8.7 

16.6 

25.9 

3.5 

1.1 

12.5 

Fetal 
Heart 

1 A 1 
JO. I 

2.3 

25.5 

24.5 

21.8 

21.6 

31.6 

8.6 

2.7 

20.7 

Heart 
Pool 

28.7 

7.0 

29.7 

25.9 

17.2 

29.7 

23.5 

10.7 

3.4 

26.1 

Lymph 

Node 

Pool 

1 7.6 

6.1 

33.7 

22.1 

23.7 

23.0 

64.6 

6.7 

2.8 

24.7 

Fetal 

Skeletal 

Muscle 

31.9 

5.2 

54.3 

48.6 

46.3 

47.0 

46.7 

19.2 

57.0 

50.7 

Skeletal 
Muscle 
Pool 

17.4 

9.2 

29.3 

29.5 

25.9 

34.2 

24.7 

22.7 

24.3 

32.3 

Spleen 
Pool 

0.9 

0.0 

1.9 

2.0 

1.7 

M 

2.4 

0.6 

2.6 

3.1 

Thymus 
Pool 

4.4 

2.0 

10.4 

8.1 

9.4 

: 

8.8 ; 

18.4 

3.1 

1.4 

7.0 

CNS 
cancer 
(glio/astr 
o) U87- 
MG 

9.8 

1.5 

14.9 

10.7 

10.0 

13.2 

5.8 

2.2 

6.3 

14.1 

CNS 
cancer 
(glio/astr 
o) U- 

1 1 ft \Af 

3.5 

0.3 


3.8 

3.1 

3.8 

1.5 

0.8 

5.1 

5.8 

CNS 
cancer 
(neuro;m 
et) SK- 
N-AS 

1.9 

0.0 

2.6 

2.1 

1.0 

2.0 

0.7 

0.5 

3.9 

2.6 

CNS 
cancer 
(astro) 
SF-539 

0.1 

D.O 

D.O * 

0.1 

0.2 

0.2 

0.2 

0.2 

0.3 

0.1 
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CNS 
cancer 
(astro) 
SNB-75 

8.1 

I.I 

14.9 

6.5 

10.0 

1 1.4 

3.1 

2.8 

2.4 

9 7 

CNS 
cancer 
(glio) 
SNB-19 

79.6 

79.0 

100.0 

100.0 

100.0 

98.6 

12.8 

97.9 

5.2 

100.0 

CNS 
cancer 
(glio) 
SF-295 

8.2 

0.0 

11.3 

8.0 

7.8 

5.9 

0.0 

1.5 

14.9 

14.8 

Brain 
(Amygda 
la) Pool 

3.7 

0.8 

7.7 

6.2 

4.8 

6.0 

7.9 

4.4 

1.1 

5.3 

Brain 

(cerebell 

um) 

12.0 

0.4 

19.8 

10.7 

9.7 

11.5 

1.8 

1.2 

1.4 

9.7 

Brain 
(fetal) 

4.2 

0.7 

12.7 

6.6 

5.6 

6.2 

8.4 

2.1 

1.1 

6.4 

Brain 
(Hippoca 
mpus) 
Pool 

7.5 

3.2 

11.7 

8.6 

6.9 

8.3 

9.9 

4.3 

2.0 

10.2 

Cerebral 

Cortex 

Pool 

9 - 7 

0.6 

11.0 

7.5 

0.7 

7.0 

1.8 

2.0 

2.0 

8.7 

Brain 
(Substant 
ia nigra) 
Pool 

7.4 

2.2 

11.7 

10.4 

4.7 

10.1 

4.2 

2.0 

1.1 

9.3 

Brain 
(Thalamu 
s) Pool 

7.6 

2.7 

13.2 

9.3 

0.2 

8.5 

9.1 

2.8 

3.2 

8.7 

Brain 
(whole) 

6 1 

n d 

in « 

J.o 

n 7 

U.J 


j 

1 0 

1 .7 


R 7 

Spinal 

Cord 

Pool 

10.1 

2.3 

14.7 

11.0 

7.6 

12.1 

13.1 

4.2 

2.9 

9.0 

Adrenal 
Gland 

3.5 

0.3 

9.9 

3.9 

3.7 

6.4 

7.4 

0.9 

0.7 

4.1 

Pituitary 

gland 

Pool 

0.9 

0.0 

1.1 

1.2 

1.1 

0.8 

1.8 

0.6 

0.4 

0.5 
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Salivary 
Gland 

0.9 

0.0 

1.8 

1.3 

0.9 

1.3 

2.3 

:| 

0.0 50.2 
J,™ >w 

1.0 

Thyroid 
(female) 

2.0 

0.3 

3.1 

2.5 

2.5 

3, 

3.3 

1.3 Jo.8 

4 

2.3 

Pancreati 
c ca. 

CAPAN2 

0.5 

0.0 

0.8 

0.7 

0.6 

1.0 

0.5 

i 

0.6 |4.6 

■' — "4» 

2.2 

Pancreas 
Pool 

1.2 

0.0 

2.0 

1.1 

1.6 


3.5 

1.0 |2.6 

. . . 

2.3 


Table ARO . Panel 4. ID 



Rel. 

Rel. 

Rel. 

Rel. 

Rel. 

Re]. 

Rel. 

Rel. 

Rel. 

Tissue 
Name 

Exp.(%) 

Ag4983, 

Run 

2186235 

70 

Exp.(%) 

Ag6413, 

Run 

2692399 

47 

Exp.(%) 

Ag6425, 

Run 

2687139 

99 

Exp.(%) Exp.(%) 
Ag6428, Ag6431, 
Run Run 
2687675 2687675 
35 J77 

Exp.(%) 

Ag6433, 

Run 

2687133 

19 

Exp.(%) 

Ag6435, 

Run 

2687134 

80 

Exp.(%) 

Ag6446, 

Run 

2687618 

04 

Exp.(%) 

Ag6447, 

Run 

2687618 

06 

Secondary 
Thl act 

n 1 

U. 1 


ft ft 

U.U 

1.3 

T 

0.7 

ft £ 

ft ft 
u.u 

ft ft 
u.u 

ft ft 
u.u 

Secondary 
Th2 act 

U.5 

ft 1 
U.J 

ft ft 
u.u 

1.2 

0.8 

ft c 
U.o 

ft r\ 
U.U 

ft ft 
u.u 

ft ft 
u.u 

Secondary 
TrI act 

0.0 

0.0 

j 

0.0 

0.0 

0.7 

yj. j 

0 0 

0.0 

0.0 

Secondary 
Thl rest 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary 
Th2 rest 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.7 

0.0 

0.0 

Secondary 
Trl rest 

0.1 

0.3 

0.0 

0.4 

0.0 

0.0 

0.0 

0.0 

0.0 

Primary 
Thl act 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Primary 
Th2 act 

0.2 

0.4 

0.0 

0.3 

0.4 

0.0 

0.7 

0.0 

0.0 

Primary Trl 
act 

0.1 

0.0 

0.0 

0.7 

0.7 

0.0 

0.0 

0.0 

0.0 

Primary 
Thl rest 

0.0 

0.0 

0.0 

0.1 

0.3 

0.0 

0.0 

0.4 

0.0 

Primary 
Th2 rest 

0.0 

0.0 

0.0 

0.4 

0.2 

0.0 

0.0 

0.0 

0.0 

Primary Trl 
rest 

0.3 

0.0 

0.0 

0.0 

0.0 

0.7 

0.0 

0.0 

0.0 
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CD45RA 
CD4 

lymphocyte 
act 

0.4 

2.8 

0.0 

5.4 

2.4 

0.3 

0.8 

3.7 

0.0 

CD45RO 
CD4 

lymphocyte 
act 

0.1 

2.2 

0.0 

1.5 

0.7 

0.8 

1.6 

0.0 

0.0 

CD8 

lymphocyte 
act 

0.4 

0.9 

0.0 

0.7 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary 
CD8 

lymphocyte 
rest 

0.1 

0.0 

0.0 

8.8 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary 
CD8 

lymphocyte 
act 

0.0 

0.1 

0.0 

0.4 

0.3 

0.0 

0.0 

0.0 

0.0 

CD4 

lymphocyte 
none 

0.1 

0.0 

0.0 

0.5 

0.4 

0.0 

0.0 

0.0 

0.0 

2ry 

Th1/Th2/Tr 
1 anti- 
CD95 
CH1I 

0.3 

0.2 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells ! 
rest 

5.6 

5.0 

2.7 

11.8 

3.8 

6.4 

6.1 

19.5 

0.0 

LAK cells j 
IL-2 

0.4 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

u 

0.0 

LAK cells 
IL-2-HL-I2 

a i 
u.z 

a a 
u.u 

a a 
u.u 

a a 

U.U ! 

A A 
U.U 

A A 
U.U 

u.u 

u.u 

u.u 

LAK cells 
IL-2+IFN 
gamma 

0.1 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells 
IL-2+IL-I8 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells 
PMA/iono 
mycin 

4.5 

4.0 

15.7 ! 

15.1 

6.3 

4.3 

6.1 

41.5 

0.0 

NK Cells 
IL-2 rest 

0.9 

0.1 

0.0 

3.4 

2.5 

0.0 

0.0 

0.0 

0.0 
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Two Wav 
MLR 3 day 

1.4 

1.1 

0.0 

2.2 

1.3 

0.7 

0.9 

2.1 

0.0 

T\jua U/nv 
i ww vv ay 

MLR 5 day 

4.5 

0.9 

0.0 

0.8 

0.9 

0.9 

0.0 

5.8 

0.0 

J WU VV ay 

MLR 7 day 

2.3 

0.7 

13.2 

1.1 

2.6 

2.6 

2.9 

5.8 

0.0 

PBMC rest 

0.1 

0.0 

0.0 

0.0 

0,0 

0.0 

0.0 

0.0 

0.0 

PBMC 
PWM 

0.6 

0.0 

0.0 

1.3 

0.0 

0.3 

0.0 

0.0 

0.0 

PBMC 
PHA-L 

0.3 

0.2 

0.0 

0.6 

0.7 

0.0 

0.0 

0.0 

0.0 

Ramos (B 
cell) none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Ramos (B 
cell) 

ionomycin 

0.0 

0.0 

0.0 

0.7 

0.2 

0.0 

0.0 

0.0 

0.0 

B 

lymphocyte 
sPWM 

0.5 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

B 

lymphocyte 
s CD40L 
and IL-4 

0.2 

0.0 

0.0 

0.9 

0.0 : 

0.6 

0.0 

0.0 

0.0 

EOL-1 
dbcAMP 

3.7 

2.6 

9.1 

29.1 i 

8.1 

10.2 

0.0 

3.6 ! 

0.0 

EOL-I 
dbcAMP 
PMA/iono 
mycin 

\ .0 | 

a *7 
U. / 

a a 
U.U 

A A 

U.U j 

2.7 

1 .6 

1 c\ 

1 .0 

U.U 

A A 

U.U 

Dendritic 
cells none 

5.6 

3.1 

13.8 

4.1 ! 

5.3 

4.2 

0.7 

100.0 

0.0 

Dendritic 
cells LPS 

1.6 

0.3 

0.0 

1.0 

0.7 

1.6 

0.0 

2.4 

0.0 

Dendritic 
cells anti- 
CD40 

2.0 

1.6 

3.3 

0.5 

0.2 

0.3 

1.6 

4.3 

0.0 

Monocytes . 
rest 

0.2 

0.0 

0.0 

0.4 i 

0.0 

0.0 

0.0 

0.0 

0.0 

Monocytes 
LPS 

2.2 

3.3 

0.0 

5.7 

1.8 

1.0 

0.0 

1.6 

0.4 
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Macrophag 
es rest 

0.9 

1.8 

0.0 

0.6 

0.6 

1.4 

0.0 

6.9 

0.0 

Macrophag 

pr I DC 

7.5 

4.0 

0.0 

5.4 

6.3 

2.1 

0.8 

i 

6.5 

0.0 

HUVEC 
none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC 
starved 

0.0 

0.0 

0.0 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

HUVEC 
IL-lbeta 

0.0 

0.0 

0.0 

0.0 

0.5 

0.0 

0.0 

0.0 

0.0 

HUVEC 
IFN gamma 

0.2 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC 
TNF alpha 
+ IFN 
gamma 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.6 

0.0 

0.0 

HUVEC 
TNF alpha 
-HL4 

0.6 

0.0 

0.0 

0.0 

0.4 

0.0 

0.0 

0.0 

0.0 

HUVEC 
IL-II 

0.0 

0.0 

0.0 

0.4 

0.3 

0.0 

0.0 

0.0 

0.0 

Lung 

Microvascu 
lar EC none 

0.2 j 

0.3 

0.0 

0.4 

0.0 

0.0 

0.0 

0.0 

0.0 

Lung 

Microvascu 
lar EC 
TNFalpha + 
IL-lbeta 

0.1 

0.0 

0.0 

0.0 \ 

0.0 

0.0 

0.0 

0.0 

0.0 

Microvascu 
lar Dermal 
EC none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Microsvasul 
ar Dermal 
EC 

TNFalpha + 
IL-lbeta 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Bronchial 
epithelium 
TNFalpha + 
1 L 1 beta 

o.o 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 


627 


WO 03/023008 


PCT/US02/28596 


Small 
airway 
epithelium 
none 

0.0 

0.0 

0 0 

0 0 

0 0 

;0 0 

0 0 

0 0 

0 0 

Small 
airway 
epithelium 
TNFalpha + 
IL-lbeta 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Coronery 
artery SMC 
rest 

0.1 

0.6 

0.0 

0.0 

0.0 

0.0 

0.5 

0.0 

0.3 

Coronery 
artery SMC 
TNFalpha + 
IL-lbeta 

0.4 

0.9 

6.2 

i 

0.3 

1.5 

0.5 

0.0 

0.0 

0.0 

Astrocytes 
rest 

67.8 

97.3 

100.0 

100.0 

100.0 

100.0 

100.0 

1.0 

54.3 

Astrocytes 
TNFalpha + 
IL-lbeta 

100.0 

100.0 

74.2 

97.3 

74.7 

65.1 

97.9 

1.4 

100.0 

KU-812 

(Basophil) 

rest 

0.1 

I 

0.0 

0.0 

0.0 

0.4 

0.0 

0.0 

0.4 

0.0 

KU-812 
(Basophil) 
PM A/iono 
rnycin 

0.0 

0.0 

0.0 

o.o i 

i 
j 

0.0 jO.O 

0.0 

0.0 

0.0 

CCD1I06 ! 
(Keratinocy 
tes) none 1 

0.2 

0.0 

0.0 

0.0 

0.8 

0.0 

0.0 

0.0 

0.0 

CCD1I06 

(Keratinocy 

tes) 

TNFalpha + 
IL-lbeta 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Liver 
cirrhosis 

2.3 

7.2 

4.6 

2.6 

6.7 

2.2 

5.1 

15.3 

0.6 

NCI-H292 
none 

0.3 

0.3 

0.0 

1.7 

0.6 

0.0 

0.0 

0.0 

0.0 

NCI-H292 
JL-4 

0.3 

0.0 

0.0 

0.0 

0.5 

. .. i 

0.0 

0.0 

0.0 

0.0 

NCI-H292 
IL-9 

0.3 

0.0 

0.0 

0.7 

0-5 

0.0 

0.0 

1.4 

0.0 
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NCI-H292 
IL-13 

0.6 

jo.6 

j 

r 

0.9 

0.9 

0.0 

0.0 

0.9 

0.0 

NCI-H292 
I FN gamma 

\).Z 

0.0 

|o.o 

0.5 

0.6 

0.6 

0.0 

0.0 

0.0 

HPAEC 
none 

0.0 

0.3 

i 

jo.o 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HPAEC 
TNF alpha 
+ IL-1 beta 

0.0 

0.3 

p.o 

0.0 

0.0 

1.1 

0.0 

0.0 

0.0 

Lung 

fibroblast 

none 

29.7 

62.9 

31.4 

95.9 

65.5 

28.5 

62.9 

3.1 

26.2 

Lung 
fibroblast 
TNF alpha 
+ IL-1 beta 

16.0 

36.9 

22.2 

48.6 

39.8 

19.3 

25.2 

0.4 

28.3 

Lung 

fibroblast 

IL-4 

26.1 

28.7 

19.1 

27.4 

21.2 

25.9 

23.3 

0.9 

16.0 

Lung 

fibroblast 

1L-9 

28.5 

42.0 

23.5 

24.0 

26.8 

25.9 

20.4 

2.0 

9.3 

Lung 

fibroblast 

IL-13 

31.6 

14.6 

4.5 

11.9 

10.4 

16.0 

15.0 

1.3 

4.3 

Lung 
fibroblast 
IFN gamma 

20.4 

32.8 

15.7 

55.9 

46.3 

25.0 

29.9 

1.0 

25.2 

Dermal 
fibroblast 
CCD1070 
rest 

2.5 

2.9 

0.0 

6.0 

6.3 

2.3 

5.6 

1.1 

0.0 

Dermal 
fibroblast 
CCD1070 
TNF alpha 

1.1 

1.3 

0.0 

2.7 

0.8 

5.1 

0.8 

0.0 

1.1 

Dermal 
fibroblast 
CCDI070 
IL-I beta 

1.9 

2.9 

0.0 

5.6 

1.3 

1.4 

0.7 

0.0 

1.6 

Dermal 
fibroblast 
IFN gamma 

9.3 

20.3 

8.5 

30.6 

20.2 

13.6 

20.0 

0.0 

4.9 
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Dermal 

fibroblast 

IL-4 

10.7 

14.6 

4.1 

30.8 

19.8 

13.9 

22.7 

1.4 

13.5 

Dermal 

Fibroblasts 

rest 

24.8 

42.3 

8.0 

54.3 

46.7 

19.8 

20.7 

1.6 

15.8 

Neutrophils 
TNFa+LPS 

0.7 

0.0 

0.0 

0.9 

0.4 

0.0 

1.2 

0.0 

0.0 

Neutrophils 
rest 

0.1 

0.0 

0.0 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

Colon 

7.9 

4.7 

4.0 

4.6 

9.5 

7.0 

7.9 

1.8 

4.8 

Lung 

2.2 

1.2 

0.0 

2.8 

4.6 

1.3 

1.6 

0.8 

0.0 

Thymus 

3.1 

0.8 

0.0 

0.0 

0.4 

0.0 

2.0 

0.0 

0.0 

Kidney 

4.2 J4.4 ! 

4.9 

7.8 

9.7 

5.3 

10.2 

50.0 

0.6 


T 









Table ARR . general oncology screening panel_v_2.4 


Tissue Name 

ReL Exp.(%) 
Ag4983, Run 
|260281959 

ReL Exp.(%) 
Ag6442, Run 
264979180 

Tissue Name 

ReL Exp.(%) 
Ag4983, Run 
|260281959 

Rel. Exp.(%) 
Ag6442, Run 
264979180 

Colon cancer 1 

|l2.1 

22.7 

Bladder NAT 2 

1.7 

1.4 

Colon NAT 1 

I100.0 

100.0 

Bladder NAT 3 

02 

4.8 

Colon cancer 2 

6.5 

0.0 

Bladder NAT 4 

27.0 

66.0 

Colon NAT 2 

8.0 

15.1 

Prostate L ^ 
adenocarcinoma 1 { 

7.5 

Colon cancer 3 

7.4 

2.8 

Prostate 

adenocarcinoma 2 

3.5 

8.0 

Colon NAT 3 

39.8 

40.1 

Prostate 

adenocarcinoma 3 

14.3 

9.0 

Colon malignant 
cancer 4 

15.0 

9.5 

Prostate 

adenocarcinoma 4 

16.4 

9.1 

Colon NAT 4 

3.5 

0.9 

Prostate NAT 5 

16.8 

9.9 

Lung cancer 1 

1.4 

6.6 

Prostate 

adenocarcinoma 6 

3.2 

7.7 

Lung NAT 1 

0.6 

0.0 

Prostate 

adenocarcinoma 7 

9.2 

17.3 

Lung cancer 2 

26.6 

15.9 

Prostate 

adenocarcinoma 8 

3.0 

0.0 


630 


WO 03/023008 


PCT/US02/28596 


Lung NAT 2 

2.7 

0.0 

Prostate 

adenocarcinoma 9 

27.0 

33.9 

Squamous cell 
carcinoma 3 

5.6 

8.3 

Prostate NAT 10 

3.8 

4.9 

Lung NAT 3 

0.8 

0.0 

Kidney cancer 1 

24.0 

16.5 

Metastatic 
melanoma 1 

27.2 

49.0 

Kidney NAT 1 

15.6 

7.2 

Melanoma 2 

2.5 

1.1 

Kidney cancer 2 

91.4 

73.7 

Melanoma 3 

2.3 

13.8 

Kidney NAT 2 

22.1 

19.2 

Metastatic 
melanoma 4 

33.9 

24.0 

Kidney cancer 3 

27.0 

21.3 

Metastatic 
melanoma 5 

34.6 

31.4 

Kidney NAT 3 

9.3 

11.4 

Bladder cancer I 

1.3 

2.1 

Kidney cancer 4 

20.0 

25.7 

Bladder NAT 1 

0.0 

0.0 

Kidney NAT 4 

8.2 

14.9 

Bladder cancer 2 

8.7 

19.3 





CNS_neurodegeneration_vl.O 
Summary: Ag4983/Ag6413/Ag6428/Ag6431/Ag6435/Ag6440/Ag6442/Ag6446/ Ag6447 
This panel confirms the expression of this gene at low levels in the brains of an independent 
group of individuals. However, no differential expression of this gene was detected between 


5 Alzheimer's diseased postmortem brains and those of non-demented controls in this 
experiment. See Panel 1 .4 for a discussion of this gene in treatment of central nervous 
system disorders. 

General _screentng_panel_vl.4 Summary: Ag4983 Highest expression of this 
gene is detected in a brain cancer SNB-19 cell line (CT=28). Moderate to low levels of 

10 expression of this gene is also seen in a number of cancer cell lines derived from gastric, 
colon, lung, renal, breast, ovarian, prostate, melanoma and brain cancers. Thus, expression 
of this gene could be used as a marker to detect the presence of these cancers. Furthermore, 
therapeutic modulation of the expression or function of this gene may be effective in the 
treatment of pancreatic, gastric, colon, lung, liver, renal, breast, ovarian, prostate, squamous 

15 cell carcinoma, melanoma and brain cancers. 

Among tissues with metabolic or endocrine function, this gene is expressed at 
moderate levels in pancreas, adipose, adrenal gland, thyroid, pituitary gland, skeletal 
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muscle, heart and the gastrointestinal tract. Therefore, therapeutic modulation of the activity 
of this gene may prove useful in the treatment of endocrine/metabolically related diseases, 
such as obesity and diabetes. 

In addition, this gene is expressed at moderate levels in all regions of the central 
5 nervous system examined, including amygdala, hippocampus, substantia nigra, thalamus, 
cerebellum, cerebral cortex, and spinal cord. Therefore, therapeutic modulation of this gene 
product may be useful in the treatment of central nervous system disorders such as 
Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, schizophrenia and 
depression. 

10 GeneraI_screening_panel_vL5 Summary: Ag6442 Highest expression of this 

gene is seen in skeletal muscle (CT=28). Expression of this gene is higher in adult (CT=28) 
as compared to the fetal skeletal muscle (CT=3 1). Therefore, expression of this gene may be 
used to distinguish fetal from adult skeletal muscle. 

In addition moderate to low levels of expression of this gene is also seen in ail the 
15 regions of central nervous system, in tissues with metabolic/endocrine functions and in a 
number of cancer cell lines derived from melanoma, brain, colon, lung, and ovarian cancers. 
This expression pattern is consistent with the expression seen in panel 1 .4. See panel 1 .4 for 
further discussion on the utility of these genes. 

General_screening_panel_vl.6 

20 Summary: Ag6413/Ag6425/Ag6428/Ag6430/Ag6431/Ag6440/Ag6442/ Ag6446/Ag6964 
Eight experiments with seven di fferent probe and primer sets are in very good agreement. 
Highest expression of this gene is detected in kidney, ovarian cancer IGROV-1 cell line, 
lung cancer LX-I cell line and brain cancer SNB-19 cell lines (CTs=25-33.7). In addition, 
consistent with expression seen in panel 1.4, moderate to low levels of expression of this 

25 gene is also seen in all the regions of central nervous system, tissues with 

metabolic/endocrine functions, and number of cancer cell lines. See panel I A for further 
discussion of this gene. 

Panel 4. ID 

Summary: Ag4983/Ag64l3/Ag6428/Ag6430/Ag6431/Ag6433/Ag6439/Ag6442 Highest 
30 expression of this gene is detected in both resting and cytokine activated astrocytes 

(CTs=22-33.5). Therefore, therapeutic modulation of this gene or the design of therapeutics 
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with the encoded protein could be important in the treatment of multiple sclerosis or other 
inflammatory diseases of the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
5 colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 

functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

10 Low levels of expression of this gene is also seen in liver cirrhosis. Therefore, 

antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. 

general oncology screening panel_v_2.4 Summary: Ag4983/Ag6442 Two 
experiments with different probe and primer sets are in excellent agreement. Highest 
15 expression of this gene is seen in normal colon (CTs=29-32). Expression of this gene in 
normal colon is higher than in the corresponding cancer samples (CTs=32-34). Therefore, 
expression of this gene may be used to distinguish between these two samples. 

Moderate expression of this gene is seen in both normal and cancer samples derived 
from colon, lung, bladder, prostate and kidney, as well as, in melanomas. Expression of this 
20 gene seems to be higher in kidney and lung cancers as compared to the corresponding 
normal adjacent samples. Therefore, expression of this gene may be used as marker to 
detect the presence of lung and kidney cancers. Furthermore, therapeutic modulation of this 
gene may be useful in the treatment of melanoma, colon, lung, bladder, prostate and kidney 
cancers. 

25 AS. CG56054-12: Integrin alpha 7-like protein. 

Expression of gene CG56054-12 was assessed using the primer-probe sets Ag4983, 
Ag6442, Ag6424, Ag6425, Ag6428, Ag6430, Ag643 1 , Ag6439, Ag64 1 3 and Ag6964, 
described in Tables ASA, ASB, ASC, ASD, ASE, ASF, ASG, ASH, ASl and ASJ. Results 
of the RTQ-PCR runs are shown in Tables ASK, ASL, ASM, ASN, ASO and ASP. 

30 Table ASA . Probe Name Ag4983 
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Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' - 

ccaggtcaccttctacctcatc-3 ' 

22 

2435 

570 

Probe 

TET-5 1 - 

cttagcacctccgggatcagcatt- 
3 ' -TAMRA 

24 

2457 

571 

Reverse 

5' - 

aacagcagctctacctccagtt-3 ' 

22 

2491 

572 


Table ASB . Probe Name Ag6442 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • - 

gatgtggacagtagggatagga-3 ' 

22 

2874 

573 

Probe 

TET-5' - 

ccacctgagcagcaggagcct-3 1 - 
TAMRA 

21 

2913 

574 

Reverse 

5 • -gcgcagtccagggtg-3 1 

15 

2999 

575 


Table ASC . Probe Name Ag6424 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -ttgggttctgccagca-3 ' 


742 

576 

Probe 

TET-5 1 - 

cacagctgccgccttctccc-3 • - 
TAMRA 

20 i 

761 

577 

Reverse 

5' -aaaagcaaccccttccaa-3 ' 

J» 1 

824 

578 


Table ASP . Probe Name Ag6425 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -cggatgcacaccccat-3 1 

16 

3389 

579 

Probe 

TET-5 1 - 

catcccgagctgggcccc- 3 ' - 
TAMRA 

18 

3421 

580 

Reverse 

5' -gccctggatgcccat-3 ' 

15 

3440 

581 


5 Table ASE . Probe Name Ag6428 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -cttcatctaccatgggagca- 
3 • 

20 

1394 

582 


634 


WO 03/023008 


PCT/US02/28596 


Probe 

TET-5' - 

ccttcacaggtgctggagggc- 
3 ' -TAMRA 

21 

1434 

583 

Reverse 

5' -agggagtagccgaagctct- 
3' 

19 

1471 

584 


Table ASF . Probe Name Ag6430 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -gtgaccaacattgatagctcaga- 
3 » 

23 

843 

585 

Probe 

TET-5 ' - 

ccccgaccagctggtgtataaaactttg 
-3 * -TAMRA 

28 

866 

586 

Reverse 

5 ' -gggagccggtcagca-3 • 

15 

899 

587 


Table ASG . Probe Name Ag6431 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 • -aaacatcaccctggactgc-3 » 

19 

2993 

588 

Probe 

TET-5' - 

tggtgttcagctgcccactctacag- 
3 ' -TAMRA 

25 

3034 

589 

Reverse 

5 ■ -ccgcgcggtcaaa-3 ' 

13 

3060 

590 


Table ASH . Probe Name Ag6439 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -ctgtggtggcagaaggagt- 
3 ' 

19 

3250 

591 

Probe 

TET- 5 ' - 

ccctggtgggtcatcctcctg- 
3 ' -TAMRA 

21 

3270 

592 

Reverse 

5 ' - 

gaagaatcccatcttccacag-3 ' 

21 

3336 

593 


5 Table AS1 . Probe Name Ag64 1 3 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' - 

ggtgaagacaagatctgccag-3 * 

21 

2073 

594 
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Probe 

TET- 5 ' - 

tgtacccgggtcagcgacacg- 
3 ' -TAMRA 

21 

2124 

595 

Reverse 

5' -gctgttgttccatccacatc- 
3' 

20 

2166 

596 

Table ASJ. Probe Name Ae6964 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 * -ggccccagacatgca-3 ' 

15 

3079 

597 

Probe' 

TET- 5 1 - 

actctacagctttgaccgcgcgg- 
3 • -TAMRA 

23 

3050 

598 

Reverse 

5 ' -gccaactgtgtggtgttca-3 ■ 

19 

3024 

599 


Table ASK . CNS_neurodegeneration_v1.0 


Tissue 
Name 

Rel. 

Exp.(%) 
Ag4983, 
Run 

218649223 

ReL 

Exp.(%) 
Ag6413, 
Run 

269253983 

I 

Rel. Rel. 
Exp.(%) ]Exp.(%) 
Ag6428, |Ag6430, 
Run SRun 
266937081 1266937085 

Rcl. 

Exp.(%) 
Ag6431, 
Run 

268030722 

Rel. 

Exp.(%) 
Ag6439, 
Run 

269254002 

Rcl. 

Exp.(%) 
Ag6442, 
Run 

264979298 

AD I Hippo 

23.7 

24.8 

18.0 

20.0 

18.8 

21.6 

19.2 

AD 2 Hippo 

41.2 

52.9 

32.3 

48.0 

28.7 

28.9 

49.7 

AD 3 Hippo 

8.9 

6.4 

3.7 

11.6 

7.5 

6.1 

20.4 

AD 4 Hippo 

14.8 

25.5 

10.7 

17.1 

18.8 

17.6 

5.6 

AD 5 Hippo 

44.8 

41.8 

53.2 

39.2 

38.4 

42.6 

57.4 

AD 6 Hippo 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

90.1 

Control 2 
Hippo 

24.3 

36.1 

18.7 

17.9 

29.5 

32.5 

28.5 

Control 4 
Hippo 

42.9 

43.8 

27.0 

38.4 

32.3 

37.9 

86.5 

Control 
(Path) 3 
Hippo 

14.2 

11.4 

4.6 

10.2 

6.0 

6.4 

0.0 

AD 1 

Temporal 

Ctx 

23.3 

15.9 

12.9 

12.1 

17.1 

24.5 

16.8 

AD 2 

Temporal 

Ctx 

41.5 

47.3 

31.0 

36.6 

39.8 

27.5 

21.6 
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AD 3 

Temporal 

Ctx 

9.5 

9.8 

6.0 

11.7 

11.3 

9.0 

5.7 

AD 4 

Temporal 

Ctx 

30.6 

39.0 

20.2 

15.6 

25.3 

30.4 

8.7 

ADS Inf 
Temporal 
Ctx 

45.4 

37.1 

39.2 

43.8 

36.3 

41.8 

73.7 

AD 5 Sup 
Temporal 
Ctx 

51.1 

39.0 

42.0 

56.6 

32.3 

38.7 

55.9 

AD 6 inf 
Temporal 
Ctx 

38.2 

59.9 

49.3 

40.9 

46.7 

47.6 

76.8 

AD 6 Sup 
Temporal 
Ctx 

43.8 

48.6 

48.3 

44.1 

50.3 

50.3 

59.9 

Control 1 
Temporal 
Ctx 

12.2 

23.0 

12.9 

11.9 

15.6 

24.0 

46.7 

Control 2 
Temporal 
jCtx 

14.2 

32.5 

18.2 

16.7 

17.4 

14.9 

50.0 

Control 3 
Temporal 
Ctx 

15.1 

15.3 

9.6 

13.0 

14.5 

16.5 

9.5 

Control 3 
Temporal 
Ctx 

23.7 

25.0 

15.2 

18.9 

13.1 

23.8 

13.6 

Control 
(Path) 1 
Temporal 
Ctx 

26.1 

47.0 

27.0 

32.5 

30.6 

39.8 

46.0 

Control 
(Path) 2 
Temporal 
Ctx 

24.5 

25.9 

16.0 

19.5 

20.4 

24.8 

0.0 

Control 
(Path) 3 
Temporal 

Ctx 

11.7 

16.0 

7.5 

12.9 

10.9 

11.9 

31.0 
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Control 
(Path) 4 
Temporal 
Ctx 

21.9 

27.4 

17.1 

19.8 

18.2 

21.6 

39.5 

AD 1 

Occipital Ctx 

16.0 

11.9 

10.2 

16.2 

11.5 

16.0 

6.3 

AD 2 

Occipital Ctx 
(Missing) 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

AD 3 

VyCCipiiai wlX 

10.7 

6.0 

6.4 

11.7 

8.8 

10.2 

4.9 

AD 4 

v_/ccipiiai v^ia 

18.9 

23.7 

13.0 

12.6 

17.9 

18.6 

11. 1 

AD 5 

WCCipilal V^lX 

24.8 

28.3 

25.3 

16.7 

22.5 

22.7 

42.3 

AD 6 

vjccipnai v^ix 

20.6 

31.9 

20.2 

■• 

17.8 

17.0 

22.1 

14.8 

Control 1 
Occipital Ctx 

9.5 

14.4 

6.0 

11.3 

8.7 

7.2 

8.8 

Control 2 
Occipital Ctx 

31.9 

42.6 

26.4 

24.8 

33.2 

29.3 

82.4 

Control 3 
Occipital Ctx 

18.8 

13.0 

10.7 

16.4 

17.1 

19.2 

8.8 

Control 4 
Occipital Ctx 

18.2 

17.0 

12.0 

12.1 

12.6 

13.6 

24.0 

Control 
(Path) 1 
Occipital Ctx 

38.2 

52.5 

35.6 

32.8 

36.1 

39.5 

100.0 

Control 
(Path) 2 
Occipital Ctx 

9.6 

14.1 

6.7 I 

9.6 

7.9 

7.0 

9.3 

Control 
(Path) 3 
Occipital Ctx 

4.8 

8.7 

5.4 

8.4 

6.0 

5.9 

4.1 

Control 
(Path) 4 
Occipital Ctx 

16.2 

13.2 

13.2 

15.9 

10.2 

11.4 

32.8 

Control 1 
Parietal Ctx 

14.4 

21.9 

8.8 

15.2 

16.3 

15.7 

9.2 

Control 2 
Parietal Ctx 

32.8 

28.9 

34.4 

39.5 

28.3 

37.1 

28.1 
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Control 3 
Parietal Ctx 

20.6 

19.8 

11.5 

14.5 

8.7 

10.8 

9.1 

Control 
(Path) 1 
Parietal Ctx 

35.4 

62.4 

34.2 

33.4 

39.2 

37.9 

69.3 

Control 
(Path) 2 
Parietal Ctx 

— : 1 WMtw^; 

22.1 

23.8 

19.6 

20.0 

22.5 

18.7 

37.6 

Control 
(Path) 3 
Parietal Ctx 

11.2 

15.4 

3.9 

15.0 

7.1 

12.0 

10.4 

Control 
(Path) 4 
Parietal Ctx 

31.2 

34.2 

24.8 

28.3 

8.8 

27.9 

27.5 


Table ASL . General_screening_paneI_vL4 


Tissue Name 

Dpi F vn 

Ag4983, Run 
218328386 

Tissue Name 

KCI. ILXp.^ /o ) 

Ag4983, Run 
218328386 

Adipose 

25.3 

Renal ca. TK-10 

3.0 

Melanoma* Hs688(A).T 

1.0 

Bladder 

7.0 

Melanoma* Hs688(B).T 

2.9 

Gastric ca. (liver met.) 
NCI-N87 

1.9 

Melanoma* M14 

0.7 

Gastric ca. KATOIII 

0.7 

Melanoma* LOXIMVI 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

29.9 

Colon ca. SW480 

45.4 

Squamous cell carcinoma 
SCC-4 

0.1 

Colon ca.* (SW480 met) 
SW620 

17.1 

Testis Pool 

10.7 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

2.9 ! 

Colon ca. HCT-116 

5.3 

Prostate Pool 

18.4 1 

Colon ca. CaCo-2 

21.8 

Placenta 

0.4 | 

Colon cancer tissue 

12.7 

Uterus Pool 

10.4 j 

Colon ca. SW1II6 

2.4 

Ovarian ca. OVCAR-3 

1.2 j 

Colon ca. Colo-205 

0.4 

Ovarian ca. SK-OV-3 

1.7 

Colon ca. SW-48 

1.5 

Ovarian ca. OVCAR-4 

0.6 

Colon Pool 

31.4 
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Ovarian ca. OVCAR-5 

2.1 

j 

(Small Intestine Pool 

12.1 

Ovarian ca. IGROV-1 

87.7 

jStomach Pool 

13.6 

Ovarian ca. OVCAR-8 

10.6 

Bone Marrow Pool 

13.2 

Ovary 

4.7 

Fetal Heart 

24.1 

Breast ca. MCF-7 

0.4 

Heart Pool 

34.9 

Breast ca. MDA-MB-231 

0.4 

Lymph Node Pool 

26.4 

Breast ca. BT 549 

0.6 

Fetal Skeletal Muscle 

55.1 

Breast ca. T47D 

5.1 

Skeletal Muscle Pool 

82.4 

Breast ca. MDA-N 

1.0 

Spleen Pool 

3.3 

Ulvcul 1 \J\J 1 

1 8 ? 

Tli vm i ic Print 

i nymud ruui 


Trachea 

8.9 

CNS cancer (glio/astro) 

14.9 

Lung 

3.7 

CNS cancer (glio/astro) 

11-11 R-Mfi 

5.1 

Fetal Lung 

7.2 

l^ino cdnccr ^ncuro,mci^ 
SK-N-AS 

2.6 

Lungca. NCI-N417 

2.3 

CNS cancer (astro) SF- 
539 

0.2 

Lungca. LX-I 

9.7 

CNS cancer (astro) SNB- 
75 

11.9 

Lungca. NCI-HI 46 

0.3 

CNS cancer (glio) SNB- 
19 

10O.O 

Lung ca. SHP-77 

8.1 

CNS cancer (glio) SF-295 

14.6 

Lungca. A549 

0.7 

Brain (Amygdala) Pool 

8.0 

Lung ca. NCI-H526 

0.4 

_ ■ / 1 1 1 \ 

Brain (cerebellum) 

1 1.5 

Lungca. NCI-nzJ 

6.4 

Brain (fetal) 

1 A O 

10.8 

Lungca. NCI-H460 

0.2 . 

Brain (Hippocampus) 
Pool 

11.6 

Lungca. HOP-62 

0.9 

Cerebral Cortex Pool 

12.9 

Lungca. NCI-H522 ! 

\— — — 

2.2 

Brain (Substantia nigra) 
Pool 

15.9 

i . 

[Liver 

0.2 

Brain (Thalamus) Pool 

13.7 

jFetal Liver 

0.6 ! 

Brain (whole) 

7.7 

ILiverca. Hep02 

0.3 

Spinal Cord Pool 

14.9 
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Kidney Pool 

41.8 

Adrenal Gland 

7.9 

Fetal Kidney 

4.9 

Pituitary gland Pool 

1.3 

Renal ca. 786-0 

0.3 

Salivary Gland 

1.6 

Renal ca. A498 

0.4 

Thyroid (female) 

3.0 

Renal ca. ACHN 

2.1 

Pancreatic ca. CAPAN2 

1.5 

Renal ca. UO-31 

0.6 

Pancreas Pool 

16.0 


Table ASM . General_screeningj3anel_v1.5 


Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Adipose 

3.2 

Renal ca. TK-10 

A O 

0.8 

Melanoma* Hso88(A). I 

0.5 

Bladder 

o i 

2.1 

Melanoma* Hs688(B).T 

0.5 

Gastric ca. (liver met.) 
NC1-N87 

0.7 

Melanoma* Ml 4 

0.7 

Gastric ca. KATO 111 

0.2 

Melanoma* LOXIMVI 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

8.9 

Colon ca. SW480 

17.7 

Squamous cell carcinoma 
SCC-4 

0.0 

Colon ca.* (SW480 met) 
SW620 

7.9 

Testis Pool 

3.5 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

0.1 

Colon ca. HCT-116 

2.4 

Prostate Pool 

3.1 

Colon ca. CaCo-2 

10.2 

Placenta 

0.4 i 

Colon cancer tissue 

10.7 

Uterus Pool 

5.4 

Colon ca. SW11I6 

1.3 

Ovarian ca. OVCAR-3 

0.4 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.1 

Colon ca. SW-48 

0.7 

Ovarian ca. OVCAR-4 

0.3 

Colon Pool 

6.3 

Ovarian ca. OVCAR-5 

0.8 

Small Intestine Pool 

5.2 

Ovarian ca. IGROV-1 

66.0 

Stomach Pool 

4.3 

Ovarian ca. OVCAR-8 

11.2 

Bone Marrow Pool 

3.3 

Ovary 

2.0 

Fetal Heart 

7.6 

Breast ca. MCF-7 

0.1 

Heart Pool 

13.3 
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Breast ca. MDA-MB-231 

i 

0.2 (Lymph Node Pool 

7.1 

Breast ca. BT 549 

0.4 

Fetal Skeletal Muscle 

16.5 

Breast ca. T47D 

0.0 

^Skeletal Muscle Pool 

100.0 

Breast ca. MDA-N 

ft ^ 

V.J 

Spleen Pool 

1.9 


7.4 

Thymus Pool 


Trachea 

2.4 

CNS cancer (glio/astro) 
U87-MG 

7.4 

Lung 

3.5 

CNS cancer (glio/astro) 
U-l lo-IVIU 

2.6 

Fetal Lung 

3.8 

CNS cancer (neuro;met) 
SK-N-AS 

1.2 

Lung ca. NCI-N4I7 

1.6 

CNS cancer (astro) SF- 
539 

0.2 

Lungca. LX-1 

1.4 

CNS cancer (astro) SNB- 
75 

6.7 

Lung ca.NCI-H 146 

0.4 

CNS cancer (glio) SNB- 
19 

63.7 

Lung ca. SHP-77 

2.0 

CNS cancer (glio) SF-295 

4.0 

Lungca. A549 

0.2 

Brain (Amygdala) Pool 

5.0 

Lung ca. NCI-H526 

0.6 

Brain (cerebellum) 

3.3 

Lung ca. NC1-H23 

2.0 

Brain (fetal) 

1.9 

Lung ca. NCI-H460 

0.1 

Brain (Hippocampus) 
Pool 

5.7 

Lungca. HOP-62 

0.6 

Cerebral Cortex Pool 

4.6 

Luneca NC1-H522 

i l 

i.i 

Brain (Substantia nigra) 
Pool 

j. i 

Liver 

0.2 

Brain (Thalamus) Pool 

3.7 

Fetal Liver 

0.2 

Brain (whole) 

3.2 

Liver ca. HepG2 

o.o ! 

Spinal Cord Pool 

9.0 

Kidney Pool 

15.6 ! 

Adrenal Gland 

3.1 

Fetal Kidney 

1.0 : 

Pituitary gland Pool 

0.7 

Renal ca. 786-0 

25 . | 

Salivary Gland 

0.7 

Renal ca. A498 

0.2 

Thyroid (female) 

1.0 

Renal ca. ACHN 

[).2 

Pancreatic ca. CAPAN2 

0.5 
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Renal ca. UO-31 

0.4 

Pancreas Pool 

8.8 


Table ASN . Genera I screen in g_panel_vl .6 


Tissue 
Name 

Rel. 

Exp.(% 

) 

Ag6413, 
Run 
2772493 
71 

Rel. 

Exp.(% 
) 

Ag6424, 
Run 
2772217 
19 

Rel. 

Exp.(% 
) 

Ag6425, 
Run 
2772217 
21 

Rel. 

Exp.(% 
) 

Ag6428, 
Run 
2772224 
39 

Rel. 

Exp.(% 

) 

Ag6430, 
Run 
2772224 
43 

Rel. 

Exp.(% 
) 

Ag6431, 
Run 
2776335 
68 

Rel. 

Exp.(% 
) 

Ag6431, 
Run 
2783893 
90 

Rel. 

Exp.(% 

) 

Ag6439, 
Run 
2772231 
75 

Re!. 

Exp.(% 
) 

Ag6964, 
Run 
2783889 
46 

Adipose 

25.9 

0.0 

2.6 

20.0 

8.2 

17.4 

13.8 

17.3 

18.8 

Melanoma* 
Hs688(A).T 

0.5 

0.0 

0.0 

2.0 

0.5 

0.8 

0.9 

0.4 

0.7 

Melanoma* 
Hs688(B).T 

9 7 
Z. 1 

a n 
u.u 

n 9 
u.z 


A f. 
U.O 

L.J 

z .z 

9 O 
z.y 

9 & 

Melanoma* 
M14 

0.3 

0.0 

0.0 

0.7 

0.7 

0.4 

0.4 

0.4 

0.7 

Melanoma* 
LOXIMVI 

a a 
u.u 

A A 
U.U 

a a 
U.U 

A 1 
U. 1 

A A 
U.U 

A A 

U.U 

A A 

U.U 

A A 
U.U 

n t 

U. ! 

Melanoma* 
SK-MEL-5 

15.2 

0.0 

2.2 

30.4 

22.5 

18.2 

14.6 

18.3 

15.9 

Squamous 
cell 

carcinoma 
SCC-4 

0.0 

0.0 

0.0 

0.1 

0.3 

0.1 

0.2 

0.0 

0.1 

Testis Pool 

5.2 

0.0 

3.5 

8.8 

4.2 

10.4 

9.0 

9.1 

9.9 

Prostate ca.* 
(bone met) 
PC-3 

1.9 

0.0 

0.5 

2.5 

1.0 

1.9 

1.8 

1.3 

4.3 

Prostate Pool; 

8.1 

0.0 

1.0 

11.5 

8.5 

11.3 

12.1 

28.5 

10.0 

Placenta 

0.5 

0.0 

0.0 

0.7 

0.1 

0.1 

0.1 

f>;5 j 

0.4 

Uterus Pool 

2.2 

0.0 

1.5 

4.5 

2.6 

4.6 

4.5 

5.3 

4.1 

Ovarian ca. 
OVCAR-3 

0.9 

0.0 

0.3 

1.1 

0.8 

0.7 

1.1 

1.6 

4.0 

Ovarian ca. 
SK-OV-3 

0.8 

0.0 

0.2 

1.7 

1.5 

0.8 

0.9 

1.3 

1.7 

Ovarian ca. 
OVCAR-4 

0.2 

0.0 

0.0 

0.9 

0.5 

0.4 

0.8 

0.9 

0.5 

Ovarian ca. 
OVCAR-5 

1.6 

0.0 

1.3 

2.9 

1.5 

1.3 

1.7 

1.4 

7.9 
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Ovarian ca. 
fGROV-1 

100.0 

100.0 

100.0 

77.9 

90.8 

84.7 

97.9 

69.3 

75.8 

Ovarian ca. 

13.6 

5.6 

21.9 

14.0 

11.9 

15.6 

14.6 

17.3 

16.7 

Ovary 

2.7 

0.0 

0.3 

5.2 

2.1 

3.1 

2.3 

2.8 

2.4 

Breast ca. 
MCF-7 

0.3 

0.0 

0.0 

0.3 

0.4 

0.1 

0.2 

0.5 

0.5 

Breast ca. 

MDA-MR- 

231 

V. 1 

yj.yj 


ft d 




ft 1 

0 3 

Breast ca. 
BT 549 

0.5 

0.0 

0.0 

0.5 

0.3 

0.1 

0.5 

0.6 

0.4 

Breast ca. 
T47D 

0.0 

0.0 

0.0 

0.5 

0.3 

0.2 

0.3 

0.4 

0.5 

Breast ca. 
MDA-N 

0.6 

0.0 

0.0 

0.7 

0.7 

0.6 

0.6 

0.6 

0.8 

Breast Pool 

15.0 

0.0 

4.1 

21.8 

19.5 

14.6 

10.7 

12.2 

16.7 

Trachea 

4.5 

0.0 

0.7 

8.4 

2.9 

4.8 

4.2 

4.7 

5.6 

Lung 

2.8 

0.0 

0.7 

2.3 

1.3 

4.2 

3.2 

3.9 

5.1 

rciai L-uiig 


o ft 

U.J 

O 1 

4 O 

s ft 

4 R 


6.1 

Lungca. 
NCI-N4I7 

2.0 

2.0 

0.9 

3.5 

2.7 

3.3 

2.6 

4.0 

2.3 

Lung ca. 
LX-1 

3.5 

3.1 

2.7 

6.5 

7.0 

5.0 

3.5 

4.9 

44.1 

Lung ca. 
NCJ-H146 

0.1 

0.0 

0.0 

0.3 

0.5 

0.1 

0.2 

0.1 

0.1 

Lung ca. 
SHP-77 

4.0 

2.3 

0.4 

6.8 

6.3 

5.3 

4.5 

4.5 

3.8 

Lung ca. 
A549 

0.3 

0.0 

2.6 

0.9 

0.3 

0.0 

0.4 

0.6 

4.7 

Lung ca. 
NCI-H526 

0.2 

0.0 

0.0 

0.9 

0.7 

0.6 

0.3 

0.4 

0.5 

Lung ca. 
NCI-H23 

2.9 

0.0 

1.0 

4.6 

4.5 

4.8 

3.2 

2.9 

10.3 

Lung ca. 
NCI-H460 

0.0 

0.0 

0.0 

0.2 

0.2 

0.1 

0.3 

0.0 

0.3 

Lung ca. 
HOP-62 

0.5 

0.0 

0.0 

0.5 

0.6 

1.0 

0.6 

0.5 

0.7 
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Lung ca. 
NC1-H522 

1.7 

0.0 

0.6 

2.3 

2.4 

1. 7 

1.3 

3.3 

8.9 

Liver 

0.1 

0.0 

0.0 

0.0 

0.1 

0.0 

0.0 

0.1 

2.0 

Fetal Liver 

0.3 

0.0 

0.3 

1.1 

0.6 

0.6 

0.5 

0.8 

8.2 

Liver ca. 
HepG2 

0.1 

0.0 

0.3 

0.2 

0.1 

0.0 

0.2 

0.1 

2.4 

Kidney Pool 

27.9 

6.5 

0.0 

47.0 

34.9 

33.9 

28.1 

43.2 

32.8 

pptal Kirlnpv 

1 4 
i .*t 

O f) 

v.v 

V/.v 


S 1 

H . 1 

4 O 


i t.j 

Renal ca. 
786-0 

0.2 

0.0 

0.0 

0.2 

0.2 

0.3 

0.1 

0.3 

0.9 

A498 

0.0 

0.0 

1.8 

0.2 

0.1 

0.0 

0.3 

0.5 

8.5 

Renal ca. 

ACHN1 

1.5 

0.0 

0.5 

2.5 

0.7 

1.7 

1.5 

1.2 

2.5 

Renal ca. 
LJO-3 1 

0.3 

0.0 

0.0 

0.5 



0.3 



0.2 

0.2 

0.6 

0.3 

Renal ca. 
TK-10 

I IX 1 \J 

1.9 

0.0 

0.4 

3.1 

2.5 

2.0 

1.9 

2.1 

4.6 

Bladder 

4.2 

0.0 

0.0 

5.9 

3.0 

5.5 

5.1 

8.3 

6.7 

Gastric ca. 
(liver met.) 
NCI-N87 

0.9 

0.0 

0.0 

1.7 

1.7 

0.9 

1.2 

1.1 

6.7 

Gastric ca. 
KATOIII 

0.4 

0.0 

0.5 

0.8 

0.4 

0.2 

0.3 

0.4 

0.9 

Colon ca. ■ 
SW-948 

0.0 

0.0 

1.5 

0.2 

0.0 

0.2 

0.2 

0.3 

1.2 

Colon ca. 
SW480 

20.9 

9.5 

5.2 

41.8 

39.0 

27.0 

23.3 

23.0 

33.7 

Colon ca.* 
(SW480 
met) SW620 

13.3 

7.7 

4.8 

16.4 

15.5 

12.8 

10.3 

6.1 

25.0 

Colon ca. 
HT29 

0.2 

0.0 

0.0 

0.0 

0.0 

0.2 

0.2 

0.0 

0.3 

Colon ca. 
HCT-II6 

2.1 

1.6 

0.2 

3.2 

3.8 

2.5 

2.0 

2.1 

4.3 

Colon ca. 
CaCo-2 

15.0 

10.4 

3.6 

27.0 

22.2 

19.1 

16.7 

18.3 

38.2 

Colon cancer 
tissue 

9.0 

0.0 

3.3 

11.0 

6.5 

11.9 

7.6 

7.7 

20.4 
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1 

Colon ca. 
SW1 1 16 

1.3 

io.o 

3.0 

2.5 

1.7 

2.0 

1.5 

1.8 

6.0 

Colon ca. 

0.1 

0.0 

0.4 

0.3 

0.2 

0.2 

0.0 

0.2 

0.8 

Colon ca. 
SW-48 

0.8 

0.0 

3.6 

1.4 

1.3 

1.5 

1.5 

1.4 

2.6 

V_-UlVJM I UUI 

9ft 1 

ft n 

^ ft 

9R 1 

ZO. 1 

9K 7 
ZO. / 

91 9 

1 R 7 
1 o. / 

9S 5 

Z J, J 

9ft 

Small 

Intestine 

Pool 

14.0 

0.0 

1.7 

17.1 

10.5 

11.2 

13.0 

12.8 

10.4 

Stomach 
Pool 

8.1 

0.0 

2.3 

14.3 

6.2 

9.5 

9.3 

8.5 

10.7 

Bone 

Marrow Pool 

6.8 

0.0 

1.6 

14.3 

11.3 

10.2 

8.7 

18.7 

12.5 

Fetal Heart 

10.1 

0 ft 

9 1 

9S ^> 

24 1 

24.5 

21.8 

33.7 

20.7 

Hpart Pnnl 

1 ICal I I UU i 

9R 7 

s 9 

J.Z 

7 ft 

9Q 7 

91 ft 

9S Q 

1 7 9 

11 7 

96 1 

Lymph Node 
Pool 

17.6 

0.0 

6.1 

33.7 

30.4 

22.1 

23.7 

19.9 

24.7 

Fetal 
Skeletal 

31.9 

36.9 

5.2 ; 

54.3 

46.7 

48.6 

46.3 

19.1 

50.7 

Skeletal 
Muscle Pool 

17.4 

12.3 

9.2 

29.3 

21.5 

29.5 

25.9 

22.1 

32.3 

Spleen Pool 

0.9 

0.0 

0.0 

1.9 

2.0 

2.0 

1.7 

2.7 

3.1 

Thymus 
Pool 

4.4 

0.0 

2.0 

10.4 

7.5 

8.1 

9.4 

- ■ -j 

7.7 

7.0 

CNS cancer 

(glio/astro) 

U87-MG 

9.8 j 

1.6 

1.5 

14.9 

6.1 

10.7 

10.0 

10.9 

14.1 

CNS cancer 

(glio/astro) 

U-H8-MG 

3.5 

0.0 

0.3 

4.7 

2.9 

3.8 

3.1 

3.8 

5.8 

CNS cancer 
(neuro;met) 
SK-N-AS 

1.9 

0.0 

0.0 

2.6 

1.7 

2.1 

1.0 

1.4 

2.6 

CNS cancer 
(astro) SF- 
539 

0.1 : 

0.0 

0.0 

0.0 

0.2 

0.1 

0.2 

0.1 

0.1 
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CNS cancer 
(astro) SNB- 
75 

8.1 

1.9 

i.l 

j 

14.9 

5.9 

6.5 

10.0 

11.7 

9.7 

CNS cancer 
(glio) SNB- 
19 

79.6 

84.1 

79.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

CNS cancer 
(glio) SF- 
295 

8.2 

1.8 

0.0 

11.3 

9.0 

8.0 

7.8 

8.2 

14.8 

Brain 

(Amygdala) 
Pool 

3.7 

2.3 

0.8 

7.7 

6.9 

6.2 

4.8 

8.0 

5.3 

Brain 

(cerebellum) 

12.0 

6.6 

0.4 

19.8 

11.1 

10.7 

9.7 

8.8 

9.7 

Brain (fetal) 

4.2 

3.0 

0.7 

12.7 

11.5 

6.6 

5.6 

6.8 

6.4 

Brain 

(Hippocamp 
us) Pool 

7.5 

3.1 

3.2 

11.7 

11.0 

8.6 

6.9 

li.O 

10.2 

Cerebral 
Cortex Pool 


1 "7 
1 . / 

U.o 

1 t A 
1 1.0 

7.5 

7.5 

u. / 

\ 1 .0 

5. / 

Brain 

(Substantia 
nigra) Pool 

7.4 

1.8 

2.2 

11.7 

8.5 

10.4 

4.7 

10.0 

9.3 

Brain 

(Thalamus) | 
Pool 

7.6 | 

0.0 

2.7 

13.2 

10.0 

9.3 

0.2 

9.7 j 

8.7 

Brain 
(whole) 

6.1 

0.0 

0.4 

10.6 

8.0 

5.8 

0.3 

5.6 

8.7 

Spinal Cord 
Pool 

10.1 

3.2 

2.3 

14.7 

12.8 

11.0 

7.6 

12.2 

9.0 

Adrenal 
Gland 

3.5 

0.0 

0.3 

9.9 

6.1 

3.9 

3.7 

4.8 

4.1 

Pituitary 
gland Pool 

0.9 

0.0 

0.0 

1.1 

0.8 

1.2 

1.1 

1.4 

0.5 

Salivary 
Gland 

0.9 

0.0 

0.0 

1.8 

1.1 

1.3 

0.9 

1.1 

1.0 

Thyroid 
(female) 

2.0 

0.0 

0.3 

3.1 

0.8 

2.5 

2.5 

1.9 

2.3 

Pancreatic 
ca. CAPAN2 

0.5 

0.0 

O.O 

0.8 

0.8 

0.7 

0.6 

0.7 

2.2 
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Pancreas 
Pool 

1.2 

0.0 

0.0 

2.0 

I.I 

I.I 

1.6 

1 

3.2 |2.3 


Table ASO . Panel 4. ID 


Tissue Name 

Kel. 

Exp.(%) 
Ag4983, 
Run 

218623570 

Rel. 

Exp.(%) 
Ag6413, 
Run 

269239947 

KCl. 

Exp.(%) 
Ag6425, 
Run 

268713999 

Rel. 

Exp.(%) 
Ag6428, 
Run 

268767535 

Kel. 

Exp.(%) 
Ag6431, 
Run 

268767577 

Kei. 

Exp.(%) 
Ag6439, 
Run 

268760823 

Secondary Thl act 

0.1 

0.3 

0.0 

1.3 

0.7 

0.0 

Secondary Th2 act 

0.5 

0.3 

0.0 

1.2 

0.8 

0.0 

Secondary Trl act 

0.0 

0.0 

0.0 

0.0 

0.7 

0.0 

Secondary Thl rest 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary Th2 rest 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary Tr! rest 

0.1 

0.3 

0.0 

0.4 

0.0 

0.0 

Primary Thl act 

0.0 

0.0 

0.0 

0.0 . 

0.0 

0.0 

Primary Th2 act 

0.2 

0.4 

0.0 

0.3 

0.4 

0.0 

Primary Trl act 

0.1 

0.0 

0.0 

0.7 

0.7 

0.0 

rnmary i n i rest 

a a 
u.u 

A A 
U.U 

A A 

u.u 

A 1 
U. 1 

A 1 
U.J 

1 0 
1 .Z 

Primary Th2 rest 

0.0 

0.0 

0.0 

0.4 

0.2 

0.0 

Primary Trl rest ; 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

CD45RA CD4 
lymphocyte act 

0.4 

2.8 

0.0 

5.4 

2.4 

2.6 

CD45ROCD4 
lymphocyte act 

0.1 

2.2 

0.0 

L5 

0.7 

2.3 

CD8 lymphocyte act • 

0.4 

0.9 

0.0 

0.7 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

0.1 

0.0 

0.0 

8.8 

0.0 

0.0 

Secondary CD8 
lymphocyte act 

0.0 

0.1 

0.0 

0.4 

0.3 

0.0 

CD4 lymphocyte 
none 

0.1 

0.0 

0.0 

0.5 

0.4 

0.0 

2ry 

Thl/Th2/Trl anti- 
CD95 CH11 

0.3 

0.2 

0.0 

0.0 

0.0 

1.2 

LAK cells rest 

5.6 

5.0 

2.7 

11.8 

3.8 

15.2 

LAK cells IL-2 

0.4 

0.3 

0.0 

0.0 

0.0 

0.0 
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LAK cells IL-2+1L- 
12 

0.2 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK ceils IL-2+IFN 
gamma 

0.1 

0.3 

0.0 

0.0 

0.0 

0.0 

L AK cells IL-2+ 11 - 
18 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

I AK rplk 
PMA/ionomycin 

4.5 

4.0 

15.7 

15.1 

6.3 

9.0 

NK Cells !L-2rest 

0.9 

0.1 

0.0 

3.4 

2.5 

1.4 

Two Way MLR 3 
day 

1.4 

1.1 

0.0 

2.2 

1.3 

1.4 

Two Way MLR 5 
day 

4.5 

0.9 

0.0 

0.8 

0.9 

0.0 

Two Way MLR 7 
day 

2.3 

0.7 

13.2 

1.1 

2.6 

3.7 

PBMC rest 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

PBMC PWM 

0.6 

0.0 

0.0 

1.3 

0.0 

0.0 

PBMC PHA-L 

0.3 

0.2 

0.0 

0.6 

0.7 

0.0 

Ramos (B cell) none ; 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Ramos (B cell) 
ionomycin 

0.0 

0.0 

0.0 

0.7 

0.2 

0.0 

B lymphocytes I 
PWM 

0.5 

0.0 

0.0 

0.0 

0.0 

0.0 

B lymphocytes 
CD40L and IL-4 

0.2 

0.0 

0.0 

0.9 

0.0 

0.0 

EOL-1 dbcAMP J3.7 

2.6 

9.1 

29.1 

O.I 

06.8 

EOL-1 dbcAMP 1 
PMA/ionomycin j 

0.7 

0.0 

0.0 

2.7 

1.8 

Dendritic cells none 

5.6 

3.1 

13.8 

4.1 

5.3 

0.0 

Dendritic cells LPS 

16 

0.3 

0.0 

1.0 

0.7 

0.0 

Dendritic cells anti- 
CD40 

2.0 

1.6 

3.3 

0.5 

0.2 

0.0 

Monocytes rest 

0.2 

0.0 

0.0 

0.4 

0.0 

0.0 

Monocytes LPS 

2.2 

3.3 

0.0 

5.7 

1.8 

2.6 

Macrophages rest 

0.9 

1.8 

0.0 

0.6 

0.6 

0.0 

Macrophages LPS 

7.5 

4.0 

0.0 

5.4 

6.3 

9.2 
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HUVEC none 

0.1 

0.0 

|o.o 

0.0 jo.o 

0.0 

HUVEC starved 

0.0 

0.0 

1 — — " 

0.0 

0.0 j0.3 

0.0 

HUVEC IL-lbeta 

0.0 

0.0 

0.0 

0.0 

0.5 

0.0 

HUVEC I FN 
gamma 

0.2 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC TNF alpha 
+ IFN gamma 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC TNF alpha 
+ IL4 

0.6 

0.0 

0.0 

0.0 

0.4 

0.0 

HUVEC IL-1 1 

0.0 

0.0 

0.0 

0.4 

0.3 

0.0 

Lung Microvascular 
EC none 

0.2 

0.3 

0.0 

0.4 

0.0 

0.0 

Lung Microvascular 
EC TNFalpha +IL- 
lbeta 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Microvascular 
Dermal EC none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Microsvasular 
Dermal EC 
TNFalpha +IL- 
lbeta 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Bronchial 
epithelium 

TNFalpha + IL1 beta i 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium none 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium 
TNFalpha + IL- 
Ibeta 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

Coronery artery 
SMC rest 

0.1 

0.6 

o.o ; 

0.0 

0.0 

0.0 

Coronery artery 
SMC TNFalpha + 
IL-lbeta 

0.4 

0.9 

6.2 

0.3 

1.5 

0.0 

Astrocytes rest 

67.8 

97.3 

100.0 

100.0 

100.0 

100.0 

Astrocytes 
TNFalpha + IL- 
lbeta 

100.0 

J 00.0 

74.2 

97.3 

74.7 

95.9 


650 


WO 03/023008 


PCT/US02/28596 


KU-8 12 (Basophil) 
rest 

. u. 1 

U.U 

U.U 

U.U 


U.U 

KU-8I2 (Basophil) 
PMA/ionomycin 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

CCD 1106 

(Keratinocytes) none 

0.2 

0.0 

0.0 

0.0 

0.8 

0.0 

CCD 1106 
(Keratinocytes) 
TNFalpha + IL- 
Ibeta 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

Liver cirrhosis 

2.3 

7.2 

4.6 

2.6 

6.7 

8.5 

NCI-H292 none 

0.3 

0.3 

0.0 

1.7 

0.6 

0.0 

NCI-H292 IL-4 

0.3 

0.0 

0.0 

0.0 

0.5 

0.0 

NCI-H292 IL-9 

0.3 

0.0 

0.0 

0.7 

0.5 

0.0 

NCI-H292 IL-13 

0.6 

0.6 

0.0 

0.9 

0.9 

0.0 

NCI-H292 I FN 
gamma 

0.2 

0.0 

0.0 

0.5 

0.6 

0.0 

HPAEC none 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

HPAEC TNF alpha 
+ 1L-Ibeta 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

Lung fibroblast none|29.7 

62.9 

31.4 

95.9 

65.5 

94.0 

j 

Lung fibroblast TNF] 
alpha -ML- 1 beta j ,C>U 

36.9 

22.2 

48.6 

39.8 

62.9 

Lung fibroblast IL-4 

26.1 

28.7 

19.1 

27.4 

21.2 

34.9 

Lung fibroblast J L-9; 

28.5 

42.0 

23.5 

24.0 

26.8 

96.6 

Lung fibroblast IL- 
13 

31.6 

14.6 

4.5 

11.9 

10.4 

13.4 

Lung fibroblast I FN j 
gamma 

20.4 

32.8 

15.7 

55.9 

46.3 

89.5 

Dermal fibroblast 
CCD1 070 rest 

2.5 

2.9 

0.0 

6.0 

6.3 

4.1 

Dermal fibroblast 
CCD 1070 TNF 
alpha 

1.1 

1.3 

0.0 

2.7 

0.8 

2.3 

Dermal fibroblast 
CCD1070IL-I beta 

1.9 

2.9 

0.0 ! 

5.6 

1.3 

0.0 

Dermal fibroblast 
I FN gamma 

9.3 

20.3 

8.5 i 

30.6 

20.2 

26.6 
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Dermal fibroblast 

11 -4 

10.7 

14.6 

4.1 

30.8 

19.8 

25.5 

l^frmal FihrnKliictc 
Ly^lilidl rlDrODiablS 

rest 

24.8 

42.3 

8.0 

54.3 

46.7 

47.3 

Neutrophils 
TNFa+LPS 

0.7 

0.0 

0.0 

0.9 

0.4 

0.0 

Neutrophils rest 

0.1 

0.0 

0.0 

0.0 

0.3 

0.0 

Colon 

7.9 

4.7 

4.0 

4.6 

9.5 

8.4 

Lung 

2.2 

1.2 

0.0 

2.8 

4.6 

2.1 

Thymus 

3.1 

0.8 

0.0 

0.0 

0.4 

2.4 

Kidney 

4.2 

4.4 

4.9 

7.8 

9.7 

5.2 


Table ASP , general oncology screening panel_v_2.4 


i iNsue iodine 

Rel. Exp.(%) 

i A <1/fOQ1 Dun 

iAg^tyoj, Kun 
260281959 

Rel. Exp.(%) 

A nUA/fJ Dun 

Ag044Z, Kun 

264979180 

Tissue Name 

Rel. Exp.(%) 

Asv/IOQ? Dun 

Ag4VoJ, Kun 

260281959 

Rel. Exp.(%) 

ArtiLAAl Dun 

Ago44Z, Kun 

264979180 

Colon cancer I 

12.1 

22.7 

Bladder NAT 2 

1.7 

1.4 

Colon NAT 1 

100.0 

100.0 

Bladder NAT 3 

0.2 

4.8 

Colon cancer 2 

6.5 

0.0 

Bladder NAT 4 

27.0 

66.0 

Colon NAT 2 

8.0 

15.1 

Prostate 

adenocarcinoma 1 

9.2 

7.5 

Colon cancer 3 

7.4 

2.8 

Prostate 

adenocarcinoma 2 

3.5 

8.0 

Colon NAT 3 

39.8 

40.1 

Prostate 

adenocarcinoma 3 

14.3 

9.0 

Colon malignant 
cancer 4 

15.0 

9.5 

Prostate 

adenocarcinoma 4 1 

16.4 

9.1 

Colon NAT 4 

3.5 

0.9 

Prostate NAT 5 

16.8 

9.9 

Lung cancer 1 

1.4 j 

6.6 

Prostate 

adenocarcinoma 6 

3.2 

7.7 

Lung NAT 1 

0.6 

0.0 

Prostate 

adenocarcinoma 7 

9.2 

17.3 

Lung cancer 2 

26.6 

15.9 

Prostate 

adenocarcinoma 8 

3.0 

0.0 

Lung NAT 2 

2.7 

0.0 

Prostate 

adenocarcinoma 9 

27.0 

33.9 
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Squamous cell 
carcinoma 3 

5.6 

8.3 

Prostate NAT 10 

3.8 

4.9 

Lung NAT 3 

0.8 

0.0 

Kidney cancer 1 

24.0 

16.5 

Metastatic 
melanoma I 

27.2 

49.0 

Kidney NAT 1 

15.6 

7.2 

Melanoma 2 

2.5 

l.l 

Kidney cancer 2 

91.4 

73.7 

Melanoma 3 

2.3 

13.8 

Kidney NA I 2 

22. 1 

19.2 

Metastatic 
melanoma 4 

33.9 

24.0 

Kidney cancer 3 

27.0 

21.3 

Metastatic 
melanoma 5 

34.6 

31.4 

Kidney NAT 3 

9.3 

11.4 

Bladder cancer 1 

1.3 

2.1 

Kidney cancer 4 

20.0 

25.7 

Bladder NAT 1 

o.o fo.o 

Kidney NAT 4 j 

8.2 

14.9 

Bladder cancer 2 ; 

8.7 119.3 





CNS_neu rodegeneration_vl .0 
Summary: Ag4983/Ag64l3/Ag6428/Ag6430/Ag6431/Ag6439/Ag6442 Seven 
experiments with different probe and primer sets are in excellent agreement. This panel 
confirms the expression of this gene at low levels in the brains of an independent group of 


5 individuals. However, no differential expression of this gene was detected between 
Alzheimer's diseased postmortem brains and those of non-demented controls in this 
experiment. See Panel 1 .4 for a discussion of this gene in treatment of central nervous 
system disorders. 

Ag6424/Ag6425 Expression of this gene is low/undetectable (CTs > 35) across all 
10 of the samples on this panel (data not shown). 

General_screening_panel_vl.4 Summary: Ag4983 Highest expression of this 
gene is detected in a brain cancer SNB-19 cell line (CT=28). Moderate to low levels of 
expression of this gene is also seen in a number of cancer cell lines derived from gastric, 
colon, lung, renal, breast, ovarian, prostate, melanoma and brain cancers. Thus, expression 
1 5 of this gene could be used as a marker to detect the presence of these cancers. Furthermore, 
therapeutic modulation of the expression or function of this gene may be effective in the 
treatment of pancreatic, gastric, colon, lung, liver, renal, breast, ovarian, prostate, squamous 
cell carcinoma, melanoma and brain cancers. 
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Among tissues with metabolic or endocrine function, this gene is expressed at 
moderate levels in pancreas, adipose, adrenal gland, thyroid, pituitary gland, skeletal 
muscle, heart and the gastrointestinal tract. Therefore, therapeutic modulation of the activity 
of this gene may prove useful in the treatment of endocrine/metabolically related diseases, 
5 such as obesity and diabetes. 

In addition, this gene is expressed at moderate levels in all regions of the central 
nervous system examined, including amygdala, hippocampus, substantia nigra, thalamus, 
cerebellum, cerebral cortex, and spinal cord. Therefore, therapeutic modulation of this gene 
product may be useful in the treatment of central nervous system disorders such as 
1 0 Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, schizophrenia and 
depression. 

General_screening_panel_vl.5 Summary: Ag6442 Highest expression of this 
gene is seen in skeletal muscle (CT=28). Expression of this gene is higher in adult (CT=28) 
as compared to the fetal skeletal muscle (CT=31). Therefore, expression of this gene may be 
15 used to distinguish fetal from adult skeletal muscle. 

In addition moderate to low levels of expression of this gene is also seen in all the 
regions of central nervous system, in tissues with metabolic/endocrine functions and in a 
number of cancer cell lines derived from melanoma, brain, colon, lung, and ovarian cancers. 
This expression pattern is consistent with the expression seen in panel 1 .4. See panel 1.4 for 
20 further discussion on the utility of these genes. 

General_screening_panel_vl.6 Summary: Ag64 1 3/Ag6424/ 
Ag6425/Ag6428/Ag6430/Ag6431/Ag6439/Ag6442 Eight experiments with seven different 
probe and primer sets are in very good agreement. Highest expression of this gene is 
detected in a ovarian cancer IGROV-1 cell line and brain cancer SNB-19 cell lines 
25 (CTs=25-33.7). In addition, consistent with expression seen in panel 1.4, moderate to low 
levels of expression of this gene is also seen in all the regions of central nervous system, 
tissues with metabolic/endocrine functions, and number of cancer cell lines. See panel 1 .4 
for further discussion of this gene. 

Panel 4.1D 

30 Summary: Ag4983/Ag64l3/Ag6428/Ag6430/Ag643l/Ag6439/Ag6442 Seven 

experiments with different probe and primer sets are in excellent agreement. Highest 
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expression of this gene is detected in both resting and cytokine activated astrocytes 
(CTs=22-34.5). Therefore, therapeutic modulation of this gene or the design of therapeutics 
with the encoded protein could be important in the treatment of multiple sclerosis or other 
inflammatory diseases of the CNS. 

5 In addition, moderate to low levels of expression of this gene is also seen in resting 

and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 
functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
1 0 inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Low levels of expression of this gene is also seen in liver cirrhosis. Therefore, 
antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. 

1 5 Ag6424 Expression of this gene is low/undetectable (CTs > 35) across all of the 

samples on this panel (data not shown). 

general oncology screening panel_v_2.4 Summary: Ag4983/Ag6442 Two 
experiments with different probe and primer sets are in excellent agreement. Highest 
expression of this gene is seen in normal colon (CTs=29-32). Expression of this gene in 
20 normal colon is higher than in the corresponding cancer samples (CTs=32-34). Therefore, 
expression of this gene may be used to distinguish between these two samples. 

Moderate expression of this gene is seen in both normal and cancer samples derived 
from colon, lung, bladder, prostate and kidney, as well as, in melanomas. Expression of this 
gene seems to be higher in kidney and lung cancers as compared to the corresponding 
25 normal adjacent samples. Therefore, expression of this gene may be used as marker to 

detect the presence of lung and kidney cancers. Furthermore, therapeutic modulation of this 
gene may be useful in the treatment of melanoma, colon, lung, bladder, prostate and kidney 
cancers. 

AT. CG56054-13: Integrin alpha 7-like protein. 

30 Expression of gene CG56054-1 3 was assessed using the primer-probe sets Ag4983, 

Ag6442, Ag6424, Ag6425, Ag6428, Ag6430, Ag643 1 , Ag6440, Ag6446, Ag6413 and 
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Ag6964, described in Tables ATA, ATB, ATC, ATD, ATE, ATF, ATG, ATH, ATI, ATJ 
and ATK. Results of the RTQ-PCR runs are shown in Tables ATL, ATM, ATN, ATO, ATP 
and ATQ. 


Table ATA . Probe Name Ag4983 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ■ - 

ccaggtcaccttctacctcatc-3 • 

22 

2330 

600 

Probe 

TET- 5 1 - 

cttagcacctccgggatcagcatt- 
3 ' -TAMRA 

24 

2352 

601 

Reverse 

5* - 

aacagcagctctacctccagtt-3 ' 

22 

2386 

602 


5 Table ATB . Probe Name Ag6442 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' - 

gatgtggacagtagggatagga-3 ' 

22 

2769 

603 

Probe 

TET- 5' - 

ccacctgagcagcaggagcct-3 1 - 
TAMRA 

21 

2808 

604 

Reverse 

5 • -gcgcagtccagggtg-3 ' 

15 

2894 

605 

Table ATC. Probe Name Ag6424 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ■ - ttgggttctgccagca-3 1 

16 

637 

606 

Probe 

TET- 5 • - 

cacagctgccgccttctccc- 3 ' - 
TAMRA 

20 

656 

607 

Reverse 

5 » -aaaagcaaccccttccaa-3 • 

18 

719 

608 

Table ATD. Probe Name A&6425 

Primers 

Sequences 

Length S 

►tart Position 

SEQ ID No 

Forward 

5 ' -cggatgcacaccccat-3 ' 

16 j3 

504 i 

509 

Probe 

TET- 5 • - 

catcccgagctgggcccc-3 1 - 
TAMRA 

18 3 

536 ( 

510 


656 


WO 03/023008 


PCT/US02/28596 


Reverse 

5 • -gccctggatgcccat-3 ' ] 

5 3 

555 

611 

Table ATE. Probe Name Ag6428 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' -cttcatctaccatgggagca- 
3 ' 

20 

1289 

612 

Probe 

TET-5 1 - 

ccttcacaggtgctggagggc- 
3 ' -TAMRA 

21 

1329 

613 

Reverse 

5 ' -agggagtagccgaagctct- 
3' 

19 

1366 

614 


Table ATF . Probe Name Ag6430 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -gtgaccaacattgatagctcaga- 
3 1 

23 

738 

615 

Probe 

TET-5 ' - 

ccccgaccagctggtgtataaaactttg 
- 3 * -TAMRA 

28 

761 

616 

Reverse 

5 ' -gggagccggtcagca-3 1 

15 

794 

617 


Table ATG . Probe Name Ag643 1 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5' -aaacatcaccctggactgc- 3 1 

19 

2888 

618 

Probe 

TET-5 ' - 

tggtgttcagctgcccactctacag- 
3 ' -TAMRA 

25 

2929 

619 

Reverse 

5 ' -ccgcgcggtcaaa- 3 ' 

13 

2955 

620 


5 Table ATR Probe Name Ag6440 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -accatcctgaggaacaactg- 
3' 

20 

3461 

621 

Probe 

TET-5' - 

ctgacgggcatcccgagct-3 • - 
TAMRA 

19 

3528 

622 

Reverse 

5 1 -ccctggatgcccatc-3 • j 

15 

3554 

623 
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Table ATI . Probe Name Ag6446 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -gcttcttccatcggagca-3 ' 

18 

3244 

624 

Probe 

TET- 5 ' - 

caactatcaccgggcctgtctggc- 
3 ' -TAMRA 

■ 

24 

3284 

625 

Reverse 

5 ' -catggctgaaggctgca-3 • 

17 

3310 

626 


Table AT J . Probe Name Ag6413 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5'- 

ggtgaagacaagatctgccag-3 1 

21 

1968 

627 

Probe 

TET- 5 ' - 

tgtacccgggtcagcgacacg- 
3' -TAMRA 

21 

2019 

628 

Reverse 

5 ' -gctgttgttccatccacatc- 
3* 

20 

2061 

629 


Table ATK . Probe Name Ag6964 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' -ggccccagacatgca- 3 ' 

15 

2974 

630 

Probe 

TET -5 ' - 

actctacagctttgaccgcgcgg- 
3 ' -TAMRA 

23 

2945 

631 

Reverse 

5 • -gccaactgtgtggtgttca-3 ' 

19 

2919 

632 


5 Table ATL . CNS_neurodegeneration_v1 .0 


Tissue 
Name 

Rel. 

Exp.(%) 
Ag4983, 
Run 

21864922 
3 

Rel. 

Exp.(%) 
Ag6413, 
Run 

26925398 
3 

Rel. 

Exp.(%) 
Ag6428, 
Run 

26693708 
1 

Rel. 

Exp.(%) 
Ag6430, 
Run 

26693708 
5 

Rel. 

Exp.(%) 
Ag6431, 
Run 

26803072 
2 

Rel. 

Exp.(%) 
Ag6440, 
Run 

26925400 
3 

Rel. 

Exp.(%) 
Ag6442, 
Run 

26497929 
8 

Rel. 

Exp.(%) 
Ag6446, 
Run 

26925400 
6 

AD 1 
Hippo 

23.7 

24.8 

18.0 

20.0 

18.8 

18.9 

19.2 

42.9 

AD 2 
Hippo 

41.2 

52.9 

32.3 

48.0 

28.7 

61.1 

49.7 

41.8 
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AD 3 
Hippo 

8.9 

6.4 

3.7 

11.6 

7.5 

9.7 

20.4 

23.7 

AD 4 
Hippo 

14.8 

25.5 

10.7 

17.1 

18.8 

23.3 

5.6 

29.9 

AD 5 
Hippo 

44.8 

41.8 

53.2 

39.2 

38.4 

34.6 

57.4 

67.8 

AD6 
Hippo 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

90.1 

100.0 

Control 2 
Hippo 

74 T 

JU. 1 

18 7 

17 0 


70 Q 

7S ^ 
Z5.J 

IO 7 

Control 4 
Hippo 

42.9 

43.8 

27.0 

38.4 

32.3 

54.7 

86.5 

62.4 

Control 
(Path) 3 
Hippo 

14.2 

1 1.4 

4.6 

10.2 

6.0 

5.8 

0.0 

14.6 

AD 1 

Temporal 

Ctx 

23.3 

15.9 

12.9 

12.1 

17.1 

12.6 

16.8 

72.7 

AD2 

Temporal 

Ctx 

41.5 

47.3 

31.0 

36.6 

39.8 

59.0 

21.6 

43.2 

AD 3 

Temporal 

Ctx 

9.5 

9.8 

6.0 

11.7 

11.3 

17.1 

5.7 

36.3 

AD4 

Temporal 

Ctx 

30.6 

39.0 

20.2 

15.6 

25.3 

29.9 

8.7 

43.2 

AD 5 Inf 
Temporal 
Ctx 

45.4 

37.1 

39.2 

43.8 

36.3 

41.8 

73.7 

63.3 

AD 5 Sup 
Temporal 
Ctx 

51.1 

39.0 

42.0 

56.6 

32.3 

39.2 

55.9 

95.3 | 

AD 6 Inf 
Temporal 
Ctx 

38.2 

59.9 

49.3 

40.9 

46.7 

48.6 

76.8 

45.1 

AD 6 Sup 
Temporal 
Ctx 

43.8 

48.6 

48.3 

44.1 

50.3 

17.0 

59.9 

30.6 

Control 1 
Temporal 
Ctx 

12.2 

23.0 

12.9 

11.9 

15.6 

23.3 

46.7 

5.9 
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Control 2 
Temporal 
Ctx 

14.2 

32.5 

18.2 

16.7 

17.4 

43.5 

50.0 

13.6 

Control 3 
Temporal 
Ctx 

15.1 

15.3 

9.6 

13.0 

14.5 

9.2 

9.5 

12.5 

Control 3 
Temporal 
Ctx 

23.7 

25.0 

15.2 

18.9 

13.1 

30.1 

13.6 

26.6 

Control 
(Path) 1 
Temporal 
Ctx 

26.1 

47.0 

27.0 

32.5 

30.6 

51.1 

46.0 

21.2 

Control 
(Path) 2 
Temporal 
Ctx 

24.5 

25.9 

16.0 

19.5 

20.4 

7.2 

0.0 

27.2 

Control 
(Path) 3 
Temporal 
Ctx 

11.7 

16.0 

7.5 

12.9 

10.9 

9.9 

31.0 

24.5 

Control 
(Path) 4 
Temporal 
Ctx 

21.9 

27.4 

17.1 

19.8 

18.2 

14.9 

39.5 

19.2 

AD I 

Occipital 

Ctx 

16.0 

11.9 

10.2 

16.2 

11.5 

5.8 

6.3 

39.5 

AD z 

Occipital 

Ctx 

(Missing) 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

AD 3 

Occipital 

Ctx 

10.7 

6.0 

6.4 

11.7 

8.8 

7.8 

4.9 

19.3 

AD 4 

Occipital 

Ctx 

18.9 

23.7 

13.0 

12.6 

17.9 

35.4 

11.1 

25.3 

AD 5 

Occipital 

Ctx 

24.8 

28.3 

25.3 

16.7 

22.5 

16.6 

42.3 

25.2 

AD 6 

Occipital 

Ctx 

20.6 

31.9 

20.2 

17.8 

17.0 

23.5 

14.8 

9.7 
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Control 1 
Occipital 
Ctx 

9.5 

14.4 

6.0 

11.3 

8.7 

15.2 

8.8 

6.5 

Control 2 
Occipital 
Ctx 

31.9 

42.6 

26.4 

24.8 

33.2 

35.8 

82.4 

8.1 

Control 3 
Occipital 
Ctx 

18.8 

13.0 

10.7 

16.4 

17.1 

4.4 

8.8 

15.8 

Control 4 
Occipital 
Ctx 

18.2 

17.0 

12.0 

12.1 

12.6 

12.9 

24.0 

23.3 

Control 
(Path) 1 
Occipital 
Ctx 

38.2 

52.5 

35.6 

32.8 

36.1 

22.4 

100.0 

23.3 

Control 
(Path) 2 
Occipital 
Ctx 

9.6 

14.1 

6.7 

9.6 

7.9 

5.0 

9.3 

15.6 

Control 
(Path) 3 
Occipital 
Ctx 

4.8 

8.7 

5.4 

8.4 

6.0 

6.7 

4.1 

4.5 

Control 
(Path) 4 
Occipital 
Ctx 

16.2 

13.2 

13.2 

15.9 | 

10.2 

11.9 

32.8 

5.9 

Control I 
Parietal Ctx 

14.4 

21.9 

8.8 

15.2 

16.3 

33.2 

9.2 

5.7 

Control 2 
Parietal Ctx 

32.8 

mmatataasa ..i 

28.9 

34.4 ' 

39.5 

t~ T-,r-.tl-^ 

28.3 

17.4 

28.1 

74.2 

Control 3 
Parietal Ctx 

20.6 

19.8 

11.5 

14.5 

8.7 

21.6 

9.1 

8.6 

Control 
(Path) 1 
Parietal Ctx 

35.4 

62.4 

34.2 

33.4 

39.2 

47.3 

69.3 

24.0 

Control 
(Path) 2 
Parietal Ctx 

22.1 

23.8 

19.6 

20.0 

22.5 

17.1 

37.6 

23.7 

Control 
(Path) 3 
Parietal Ctx 

11.2 

15.4 

3.9 

15.0 

7.1 

11.7 

10.4 

11.0 
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Control 








(Path) 4 

31.2 

34.2 

24.8 

28.3 

8.8 

29.3 

27.5 |27.0 

Parietal Ctx 









Table ATM . General_screening_panel_vl.4 


Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

Adipose 

25.3 

Renal ca. TK-10 

3.0 

Melanoma* Hsooo(A). 1 

1 A 

1 .0 

Bladder 

7.0 

Melanoma* Hs688(B).T 

2.9 

Gastric ca. (liver met.) 
NCI-N87 

1.9 

Melanoma* Ml 4 

0.7 

Gastric ca. KATO III 

0.7 

Melanoma* LOXIMVI 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

29.9 

Colon ca. SW480 

45.4 

Squamous cell carcinoma 
SCC-4 

0.1 

Colon ca.* (SW480 met) 
SW620 

17.1 

Testis Pool 

10.7 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

2.9 

Colon ca. HCT-116 

5.3 

Prostate Pool 

18.4 

Colon ca. CaCo-2 

21.8 

Placenta 

0.4 

Colon cancer tissue 

12.7 

Uterus Pool 

10.4 

Colon ca. SW1116 

2.4 

Ovarian ca. OVCAR-3 

1.2 

Colon ca. Colo-205 

0.4 

Ovarian ca. SK-OV-3 

1.7 

Colon ca. SW-48 

1.5 

Ovarian ca. OVCAR-4 

0.6 

Colon Pool 

31.4 

Ovarian ca. OVCAR-5 

2.1 i 

Small Intestine Pool 

12.1 

Ovarian ca. IGROV-1 

87.7 

Stomach Pool 

13.6 

Ovarian ca. OVCAR-8 

10.6 

Bone Marrow Pool 

13.2 

Ovary 

4.7 

Fetal Heart 

24.1 

Breast ca. MCF-7 

0.4 

Heart Pool 

34.9 

Breast ca. MDA-MB-231 

0.4 

Lymph Node Pool 

26.4 

Breast ca. BT 549 

0.6 

Fetal Skeletal Muscle 

55.1 

Breast ca. T47D 

5.1 | 

Skeletal Muscle Pool 

82.4 

Breast ca. MDA-N 

1.0 | 

Spleen Pool 

3.3 
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Breast Pool 

18.2 

ThvmtiQ Pnnl 
i iiyiiiuo ruui 

10.2 i 

Trachea 

8.9 

CNS cancer (glio/astro) 
IJ87-MCJ 

wo / ivivj 

14.9 

Lung 

3.7 

CNS cancer (glio/astro) 

1 1-1 1 X-Mfi 

\J 1 1 O-lVlvJ 

5.1 

Fetal Lung 

7.2 

v^-iNo Cancer ^iicur u,rnciy 
SK-N-AS 

2.6 

Lungca. NCI-N417 

2.3 

CNS cancer (astro) SF- 
539 

0.2 j 

Lung ca. LX-1 

9.7 

CNS cancer (astro) SNB- 
75 

11.9 

Lungca. NCI-H146 

0.3 

CNS cancer (glio) SNB- 
19 

100.0 

Lungca. SHP-77 

8.1 

CNS cancer (glio) SF-295 

14.6 

Lung ca. A549 

0.7 

Brain (Amygdala) Poo! 

8.0 

Lung ca. NCI-H526 

0.4 

Brain (cerebellum) 

1 1.5 

Lung ca. NCI-H23 

6.4 

Brain (fetal) 

10.8 

Lungca. NCI-H460 

0.2 

Brain (Hippocampus) 
Pool 

11.6 

Lung ca. HOP-62 

0.9 

Cerebral Cortex Pool 

12.9 

I imp ra Nfl-HS?? 


Brain (Substantia nigra) 
Pool 

1 S 9 

Liver 

0.2 

Brain (Thalamus) Pool 

13.7 

Fetal Liver 

0.6 

Brain (whole) 

7.7 

Liver ca. HepG2 

0.3 

Spinal Cord Pool 

14.9 

Kidney Pool 

41.8 

Adrenal Gland 

7.9 

Fetal Kidney 

4.9 

Pituitary gland Pool 

1.3 

Renal ca. 786-0 

0.3 

Salivary Gland 

1.6 

Renal ca. A498 

0.4 

Thyroid (female) 

3.0 

Renal ca. ACHN 

2-1 

Pancreatic ca. CAPAN2 

1.5 

Renal ca. UO-3 1 

0.6 

Pancreas Pool 

16.0 

Table ATN. General screening panel vl.5 

Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 
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Adipose 

3.2 

Renal ca. TK-I0 

0.8 

Mplanr\ma* HqARR^A^ T 
ivieidnoma nbOOO^n^ 1 

o $ 

U.J 

DiauQcr 


Melanoma* Hs688(B).T 

0.5 

vjasinc ca. ^nver mei.j 
NCI-N87 

0.7 

ivieidnoma iviih 

\j. i 

ijasunc ca. f\J\ iu m 


jvieianoiTia lljaimvi 

n c\ 
u.u 

coion ca. ow-y^o 

A 1 

yj. i 


ft O 

v^oion ca. owhou 

1 7 7 

vnn'iniAiic foil rdrr>inAma 

oc|udriiuub ecu carcinoma 
SCC-4 

0.0 

L^oion ca. ^w^ou mei^ 
SW620 

7.9 

Testis Pool 

3.5 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

0.1 

Colon ca. HCT-116 

.2-4 

Prostate Pool 

3.1 

Colon ca. CaCo-2 

10.2 

Placenta 

0.4 

Colon cancer tissue 

10.7 

Uterus Pool 

5.4 

Colon ca. SW1116 

1.3 

Ovarian ca. OVCAR-3 

0.4 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.1 

Colon ca. SW-48 

0.7 

Ovarian ca. OVCAR-4 

0.3 ; 

Colon Pool 

6.3 

Ovarian ca. OVCAR-5 

0.8 

Small Intestine Pool 

5.2 

Ovarian ca. IGROV-I 

66.0 

Stomach Pool 

4.3 

Ovarian ca. OVCAR-8 

11.2 

Bone Marrow Pool 

3.3 

Ovary 

2.0 

Fetal Heart 

7.6 

Breast ca. MCF-7 

0.1 

Heart Pool 

13.3 

Breast ca. MDA-MB-231 

0.2 

Lymph Node Pool 

7.1 

Breast ca RT 549 

0 4 i 

v.t 

F^tfll <\kp|ptfll MiiqpIp 
r ciai oKGicicii iviuj^ic 

16.5 

Breast ca. T47D 

0.0 

Skeletal Muscle Pool 

100.0 

Breast ca. MDA-N 

0.5 

Spleen Pool 

1.9 

Breast Pool 

7.4 

Thymus Pool 

5.5 

Trachea 

2.4 

CNS cancer (glio/astro) 
U87-MG 

7.4 

Lung 

3.5 

CNS cancer (glio/astro) 
U-I18-MG 

2.6 

Fetal Lung 

3.8 

CNS cancer (neuro;met) 
SK-N-AS 

1.2 ! 
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Lung ca. NCI-N4I7 

1.6 

CNS cancer (astro) SF- 

CIO 

! 539 

0.2 

Lung ca. LX-1 

1.4 

|CNS cancer (astro) bNB- 

175 

6.7 

Lung ca.NCI-H 146 

0.4 

CNS cancer (glio) SNB- 
19 

63.7 

Lung ca. SHP-77 

2.0 

CNS cancer (glio) SF-295 

4.0 

Lung ca. A549 

0.2 

Brain (Amygdala) Pool 

5.0 

Lungca. NCl-H52o 

0.6 

Brain (cerebellum) 

3.3 

Lung ca. NCI-H23 

2.0 

Brain (fetal) 

1.9 

Lung ca. NCI-H460 

0.1 

Brain (Hippocampus) 
Pool 

5.7 

Lung ca. HOP-62 

0.6 jCerebral Cortex Pool 

4.6 

Luneca NCI-H522 

. . jBrain (Substantia nigra) 
1 IPool 

5.1 

Liver 

! 

0.2 i 

Brain (Thalamus) Pool 

3.7 

Fetal Liver 

0.2 

Brain (whole) 

3.2 

Liver ca. HepG2 

0.0 jSpinal Cord Pool 

9.0 

Kidney Poo! 

15.6 

Adrenal Gland 

3.1 

Fetal Kidney 

! 

Pituitary gland Pool 

0.7 

Renal ca. 786-0 

0.2 

Salivary Gland 

0.7 

Renal ca. A498 

0.2 j 

Thyroid (female) 

1.0 

Renal ca. ACHN 

0.2 j 

Pancreatic ca. CAPAN2 

0.5 

Renal ca. UO-3 1 

0.4 ] 

Pancreas Pool 

8.8 


Table ATO . General_screening_panel_v1.6 



Rel. 

Rel. 

Rel. 

Rel. 

Rel. 

ReL 

ReL 

Re). 

Rel. 

ReL 

Tissue 
Name 

Exp.( 
%) 

Ag6413 
/Run 

Exp.( 
%) 

Ag6424 
, Run 

Exp.( 
%) 

Ag6425 
, Run 

Exp.( 
%) 

Ag6428 
, Run 

Exp.( 

%) 

Ag6430 
, Run 

Exp.( 
%) 

Ag6431 
, Run 

Exp.( 
%) 

Ag6431 
, Run 

Exp.( 
%) 

Ag6440 
, Run 

Exp.( 
%) 

Ag6446 
, Run 

Exp.( 

%) 

Ag6964 
, Run 


277249 

277221 

277221 

277222 

277222 

277633 

278389 

277223 

277250 

278388 


371 

719 

721 

439 

443 

568 

390 

177 

179 

946 

Adipose 

25.9 

0.0 

2.6 

20.0 

8.2 

17.4 

13.8 

3.7 

1.7 

18.8 

Melanoma* 











Hs688(A). 
T 

0.5 

0.0 

0.0 

2.0 

0.5 

0.8 

0.9 

0.0 

0.1 

0.7 j 
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Melanoma* 
Hs688(B).T 

2.7 

0.0 

0.2 

4.1 

0.6 

2.5 

2.2 

0.8 

0.1 

2.4 

Melanoma* 
M14 

0.3 

0 0 

VJ.V 

ft 7 
v. / 

ft 7 

0 4 

17. *T 

ft A 

n o 

n i 

ft 7 

Melanoma* 
LOX1MVI 

0.0 

0.0 

0.0 

0.1 

0.0 

0.0 

0.0 

0.0 

0.1 

0.1 

Melanoma* 
SK-MEL-5 


ft o 


in a 


i o.Z 

1 A A 

1 ft 

£ ft 
O.o 


Squamous 
cell 

carcinoma 
SCC-4 

0.0 

0.0 

0.0 

0.1 

0.3 

0.1 

0.2 

0.0 

0.0 

0.1 

Testis Pool 

5.2 

0.0 

3.5 

8.8 

4.2 

10.4 

9.0 

3.0 

5.8 

9.9 

Prostate 
ca.* (bone 
met) PC -3 

1.9 

0.0 

0.5 

2.5 

1.0 

1.9 

1.8 

1.2 

7.7 

4.3 

Prostate 
Pool 

8.1 

0.0 

1.0 

11.5 

8.5 

11.3 

12.1 

2.1 

1.9 

10.0 

Placenta 

0.5 

0.0 

0.0 

0.7 

0.1 

0.1 

0.1 

0.0 

0.9 

0.4 

Uterus Pool 

2.2 

0.0 

1.5 

4.5 

2.6 

4.6 

4.5 

2.3 

0.3 

4.1 

Ovarian ca. 
OVCAR-3 

0.9 

0.0 

0.3 

1.1 

0.8 

0.7 

l.l 

0.4 

4.8 

4.0 

Ovarian ca. 
SK-OV-3 

0.8 ! 

„ — , 

0.0 

0.2 

1.7 

1.5 

0.8 

0.9 

0.5 

2.5 

1.7 

Ovarian ca. 
OVCAR-4 

0.2 jo.O 

0.0 

0.9 

0.5 

0.4 j 

0.8 

0.0 

0.5 

0.5 

Ovarian ca. 
OVCAR-5 

16 

0.0 

1.3 

2.9 

1.5 

1.3 

1.7 

4.2 

15.6 

7.9 

Ovarian ca. 
IGROV-l 

100.0 

100.0 

100.0 

77.9 

90.8 

84.7 

97.9 

100.0 

5.4 

75.8 

Ovarian ca. 
OVCAR-8 

13.6 

5.6 

21.9 

14.0 

11.9 

15.6 

14.6 

18.2 

4.2 

16.7 

Ovary 

2.7 

0.0 

0.3 

5.2 

2.1 

3.1 

2.3 

0.8 

0.2 

2.4 

Breast ca. 
MCF-7 

0.3 

0.0 

0.0 

0.3 

0.4 

0.1 

0.2 

0.3 

0.9 

0.5 

Breast ca. 

MDA-MB- 

231 

0.1 

D.O I 

3.0 

0.4 

! 

0.4 

0.2 

0.2 

0.0 

0.2 

0.3 
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Breast ca. 

DT CAQ 

t> 1 D4V 

0.5 

0.0 

0.0 

0.5 

0.3 

0.1 

0.5 

0.0 

0.2 

0.4 

Dreasi ca. 
T47D 

0.0 

. — — 
0.0 

0.0 

0.5 

0.3 

0.2 

0.3 

0.3 

0.7 

0.5 

Breast ca. 
MDA-N 

0.6 

0.0 

0.0 

0.7 

0.7 

0.6 

0.6 

0.3 

0.0 

0.8 

Breast Pool 

15.0 

0.0 

4.1 

21 .8 

19.5 

14.6 

10.7 

3.5 

2.0 

16.7 

Trachea 

4.5 

0.0 

0.7 

8.4 

2.9 

4.8 

4.2 

1.4 

0.5 

5.6 

Lung 

2.8 

0.0 

0.7 

2.3 

1.3 

4.2 

3.2 

5.3 

0.5 

5.1 

Fetal Lung 

3.9 

0.0 

0.3 

9.1 

4.0 

5.0 

4.8 

2.9 

0.5 

6.1 

Lung ca. 
NCI-N417 

2.0 

2.0 

0.9 

3.5 

2.7 

3.3 

2.6 

2.0 

0.4 

2.3 

Lung ca. 
LX-1 

3.5 

3.1 

2.7 

6.5 

7.0 

5.0 

3.5 

6.3 

100.0 

44.1 

Lung ca. 
NCI-H146 

0.1 

0.0 

0.0 

0.3 

0.5 

0.1 

0.2 

0.0 

0.1 

0.1 

Lung ca. 
SHP-77 

4.0 

2.3 

0.4 

6.8 

6.3 

5.3 

4.5 

0.8 

0.1 

3.8 

Lung ca. 
A549 

0.3 

0.0 

2.6 

0.9 

0.3 

0.0 

0.4 

2.2 

14.3 

4.7 

Lung ca. 
NCI-H526 

0.2 

0.0 

0.0 

0.9 

0.7 

0.6 

0.3 

0.3 

0.0 

0.5 

Lung ca. 
NC1-H23 

2.9 

0.0 

1.0 

4.6 

— a - i — — 
4.5 

4.8 

3.2 

2.3 

15.9 

10.3 

Lung ca. 
NCI-H460 

0.0 

0.0 

0.0 

0.2 

0.2 

0.1 

0.3 

0.0 

0.1 

0.3 

Lung ca. 
HOP-62 

0.5 

0.0 

0.0 

0.5 

0.6 

1.0 

0.6 

0.0 

0.2 

0.7 

Lung ca. 
NCI-H522 

1.7 

0.0 

0.6 

2.3 

2.4 

1.7 

1.3 

2.5 

27.7 

8.9 

Liver 

0.1 

0.0 

0.0 

0.0 

0.1 

0.0 

0.0 

0.4 

53 

2.0 

Fetal Liver 

0.3 

0.0 

0.3 

1.1 

0.6 

0.6 

0.5 

0.8 

23.0 

8.2 

Liver ca. 
HepG2 

0.1 

0.0 

0.3 

0.2 

0.1 

0.0 

0.2 

0.9 

7.3 

2.4 

Kidney 
Pool 

27.9 

6.5 

0.0 

47.0 

34.9 

33.9 

28.1 

14.6 

5.3 

32.8 

Fetal 
Kidney 

1.4 

0.0 

0.0 

4.9 

5.1 

4.1 

4.0 

3.4 

20.2 

11.5 
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Renal ca. 
786-0 

0.2 

0.0 

0.0 

0.2 

0.2 

0.3 

0.1 

0.0 

1.7 

0.9 

Renal ca. 
A498 

0.0 

0.0 

1.8 

0.2 

0.1 

0.0 

0.3 

3.8 

23.0 

8.5 

Renal ca. 
ACHN 

1.5 

iO.O 

0.5 

2.5 

0.7 

1.7 

1.5 

0.5 

3.8 

2.5 

Renal ca. 
UO-31 

0.3 

0.0 

0.0 



0.5 

0.3 

0.2 

0.2 

0.0 

0.7 

0.3 

Renal ca. 
TK-10 

1.9 

0.0 

0.4 

3.1 

2.5 

2.0 

1.9 

0.5 

6.4 

4.6 

Bladder 

4.2 

0.0 

0.0 

5.9 

3.0 

5.5 

5.1 

0.9 

3.2 

6.7 

Gastric ca. 
(liver met.) 
NCI-N87 

0.9 

0.0 

0.0 

1.7 

1.7 

0.9 

1.2 

0.8 

17.8 

6.7 

Gastric ca. 
KATO III 

A A 

fi fi 

u.u 

fi ^ 

U.3 

U.O 

A A 

A O 

u.z 

A 1 
U.J 

fi A 
U.4 

i i 

fi 0 

u.v 

Colon ca. 
SW-948 

a n 
u.u 

fi fi 
u.u 

1 c 
1 .J 

U.Z 

A A 
U.U 

A O 
U.Z 

fi 0 

u.z 

Z.Z 

£ 1 
0. 1 

1 .z 

Colon ca. 
SW480 

zu.y 


J.Z 

A 1 Q 
4 1 .o 

"JO A 

jy.u 

"5*7 A 
Z / .U 

")-} 1 
Zj.J 

£ 1 
O.J 

10 fi 

11 7 

J J. / 

Colon ca.* 
(SW480 
met) 
SW620 

13.3 

7.7 

4.8 

16.4 

15.5 

12.8 

10.3 

7.2 

71.2 

25.0 

Colon ca. 
HT29 

0.2 

0.0 

0.0 

0.0 

0.0 

0.2 

0.2 

0.3 

3.5 

0.3 

Colon ca. 
HCT-116 

2.1 

1.6 

0.2 

3.2 

3.8 

2.5 { 

2.0 

0.6 

6.4 

4.3 

Colon ca. 
CaCo-2 

15.0 

10.4 

3.6 

27.0 

22.2 

19.1 

16.7 

6.5 

78.5 

38.2 

Colon 
cancer 
tissue 

9.0 

0.0 

3.3 

11.0 

6.5 

11.9 

7.6 

4.4 

21.9 

20.4 

Colon ca. 
SW11I6 

1.3 

0.0 

3.0 

2.5 

1.7 

2,0 

1.5 

2.1 

19.5 

6.0 

Colon ca. 
Colo-205 

0.1 

0.0 

0.4 

0.3 

0.2 

0.2 

0.0 

1.3 

3.0 

0.8 

Colon ca. 
SW-48 

0.8 

0.0 

3.6 

1.4 | 

1.3 

1.5 

1.5 

3.0 

4.2 

2.6 

Colon Pool 

20.3 

D.O 

5.0 

28.1 

28.7 

23.2 

18.7 

8.1 

3.1 

20.6 
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Small 

Intestine 

Pool 

14.0 

10.0 

1.7 

17.1 

10.5 

11.2 

13.0 

2.0 

2.5 

10.4 

Stomach 
Pool 

8.1 

0.0 

2.3 

14.3 

6.2 

9.5 

9.3 

4.2 

1.1 

10.7 

Bone 

Marrow 

Pool 

6.8 

0.0 

1.6 

14.3 

11.3 

10.2 

8.7 

3.5 

1.1 

12.5 

Fetal Heart 

10. 1 

0.0 

2.3 

25.5 

24.3 

24.5 

21.8 

8.6 

2.7 

20.7 

Heart Pool 

28.7 

5.2 

7.0 

29.7 

23.0 

25.9 

17.2 

10.7 

3.4 

26.1 

Lymph 
Node Pool 

17.6 

0.0 

6.1 

33.7 

30.4 

22.1 

23.7 

6.7 

2.8 

24.7 

Fetal 

Skeletal 

Muscle 

31.9 

36.9 

5.2 

54.3 

46.7 

48.6 

46.3 

19.2 

57.0 

50.7 

Skeletal 
Muscle 
Pool 

17.4 

12.3 

9.2 

29.3 

21.5 

29.5 

25.9 

22.7 

24.3 

32.3 

Spleen Pool 

0.9 

0.0 

0.0 

1.9 

2.0 

2.0 

1.7 

0.6 

2.6 

3.1 

Thymus 
Pool 

4.4 

0.0 

2.0 

10.4 

7.5 

8.1 

9.4 

3.1 

1.4 

L - _| 

7.0 

CNS cancer 

(glio/astro) 

U87-MG 

9.8 

! | 

1.6 jl.5 

. 1 ... 

14.9 

6.1 

10.7 

10.0 

2.2 

6.3 

14.1 

CNS cancer 

(glio/astro) 

U-1I8-MG 

3.5 

0.0 

0.3 

4.7 

2.9 

3.8 

3.1 

0.8 

5.1 

5.8 

CNS cancer 
(neuro;met) 
SK-N-AS 

1.9 

0.0 

0.0 

2.6 

1.7 

2.1 

1.0 

0.5 

3.9 

2.6 

CNS cancer 
(astro) SF- 
539 

0.1 

0.0 

0.0 

0.0 

0.2 

0.1 

0.2 

0.2 

0.3 

0.1 

CNS cancer 

(astro) 

SNB-75 

8.1 

1.9 

I.I 

14.9 

5.9 

6.5 

10.0 

2.8 

2.4 

9.7 

CNS cancer 
(glio) SNB- 
19 

79.6 

84.1 

79.0 

100.0 

100.0 

100.0 

100.0 

97.9 

5.2 

100.0 
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CNS cancer 
(glio) SF- 
295 

8.2 

t 

1.8 

0.0 

11.3 

9.0 

8.0 

7.8 

1.5 

14.9 

14.8 

Brain 

(Amygdala) 
Pool 

3.7 

2.3 

0.8 

7.7 

6.9 

6.2 

4.8 

4.4 

1.1 

5.3 

Brain 

(cerebellum 
) 

12.0 

6.6 

0.4 

19.8 

11.1 

10.7 

9.7 

1.2 

1.4 

9.7 

Brain 
(fetal) 

4.2 


n 7 

17 7 
i z . / 

1 1 ^ 
1 1 .j 

f* f\ 


7 1 

z.. 1 

i . i 

fs A 

Brain 

(Hippocam 
pus) Pool 

7.5 

3.1 

3.2 

11.7 

11.0 

8.6 

6.9 

4.3 

2.0 

10.2 

Cerebral 
Cortex Pool 

9 7 

1 7 

ft f\ 

1 1 n 
1 1 .\j 

7 ^ 

7 ^ 

ft. 7 

7 ft 

7 ft 

R 7 

Brain 

(Substantia 
nigra) Pool 

7.4 

1.8 

2.2 

11.7 

8.5 

10.4 

4.7 

2.0 

1.1 

9.3 

Brain 

(Thalamus) 
Pool 

7.6 

0.0 

2.7 

13.2 

10.0 

9.3 

0.2 

2.8 

3.2 

8.7 

Brain 
(whole) 

6.1 

0.0 

0.4 

10.6 

8.0 

5.8 

0.3 

1.9 

1.9 

8.7 

Spinal Cord 
Pool 

10.1 

3.2 

2.3 

14.7 

12.8 

11.0 

7.6 

4.2 

2.9 

9.0 

Adrenal 
Gland 

3.5 

0.0 

0.3 

9.9 

6.1 

3.9 

3.7 

0.9 

0.7 

4.1 

Pituitary 
gland Pool 

0.9 

0.0 

0.0 

1.1 

0.8 

1.2 

1.1 

0.6 

0.4 

0.5 

Salivary 
Gland 

0.9 

0.0 

0.0 

1.8 

1.1 

1.3 

0.9 

0.0 

0.2 

1.0 

Thyroid 
(female) 

2.0 

0.0 

0.3 

3.1 

0.8 

2.5 

2.5 

1.3 

0.8 

2.3 

Pancreatic 
ca. 

CAPAN2 

0.5 

0.0 

0.0 

0.8 

0.8 

0.7 

0.6 

0.6 

4.6 

2.2 

Pancreas 
Pool 

1.2 

0.0 

0.0 

2.0 

1.1 

1.1 

1.6 

1.0 

2.6 

2.3 
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Tissue Name 

ReL 

Exp.(%) 
Ag4983, 
Run 

218623570 

ReL 

Exp.(%) 
Ag6413, 
Run 

269239947 

Rel. 

Exp.(%) 
Ag6425, 
Run 

268713999 

ReL 

Exp.(%) 
Ag6428, 
Run 

268767535 

ReL 

Exp.(%) 
Ag6430, 
Run 

268767563 

ReL 

Exp.(%) 
Ag6431, 
Run 

268767577 

Secondary Thl act 

0.1 

0.3 

0.0 

1.3 

0.0 

0.7 

Secondary Th2 act 

0.5 

0.3 

0.0 

1.2 

0.0 

0.8 

Secondary Trl act 

0.0 

0.0 

0.0 

0.0 

0.0 

0.7 

Secondary Thl rest 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary Th2 rest 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary Trl rest 

0.1 

0.3 

0.0 

0.4 

0.0 

0.0 

Primary Thl act 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Primary Th2 act 

0.2 

0.4 

0.0 

0.3 

0.0 

0.4 

Primary Trl act 

0.1 

0.0 

0.0 

0.7 

0.0 

0.7 

Primary Thl rest 

0.0 

0.0 

0.0 

0.1 

0.0 

0.3 

Primary Th2 rest 

0.0 

0.0 

0.0 

0.4 

0.0 

0.2 

Primary Trl rest 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

CD45RA CD4 
lymphocyte act 1 

0.4 

2.8 

0.0 

5.4 

0.0 

2.4 

CD45ROCD4 
lymphocyte act 

0.1 

2.2 

0.0 

1.5 

0.0 

0.7 

CD8 lymphocyte act j 

0.4 

0.9 

0.0 

0.7 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

0.1 

0.0 

0.0 

8.8 

0.0 

0.0 

Secondary CD8 
lymphocyte act 1 

0.0 

0.1 

0.0 

0.4 

0.0 

0.3 

CD4 lymphocyte j 
none 

0.1 

0.0 

0.0 

0.5 

0.0 

0.4 

2ry 

Thl/Th2/Trl anti- 
CD95CHI1 

0.3 

0.2 

0.0 

0.0 

0.0 

0.0 

LAK cells rest 

5.6 

5.0 

2.7 

11.8 

0.1 

3.8 

LAK cells IL-2 

OA 

0.3 

0.0 

0.0 

0.0 

0.0 

LAK cells IL-2+IL- 
12 1 

D.2 

0.0 

0.0 

0.0 

0.0 

0.0 
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LAK cells IL-2+IFN 
gamma 

0.1 

0.3 

0.0 

0.0 

0.0 

0.0 

LAK cells IL-2+ IL- 
18 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells 
PMA/ionomycin 

4.5 

4.0 

15.7 

15.1 

0.1 

6.3 

NK Cells IL-2 rest 

0.9 

0.1 

0.0 

3.4 

0.0 

2.5 

Two Way MLR 3 
day 

1.4 

1.1 

0.0 

2.2 

0.0 

1.3 

Two Way MLR 5 
day 

4.5 

0.9 

0.0 

0.8 

0.0 

0.9 

Two Way MLR 7 
day 

2.3 

0.7 

13.2 

t.l 

0.0 

2.6 

PBMC rest 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

PBMC PWM 

0.6 

0.0 

0.0 

1.3 

0.0 

0.0 

PBMC PHA-L 

0.3 

NKiW • 1 •r- > 

0.2 

0.0 

0.6 

0.0 

0.7 

Ramos (B cell) none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Ramos fB celH 
ionomycin 

0.0 

0.0 

0.0 

0.7 

0.0 

0.2 

B lymphocytes 
PWM 

0.5 

0.0 

0.0 

0.0 

0.0 

0.0 

B lymphocytes 
CD40L and 1L-4* 

0.2 

0.0 

0.0 

0.9 

0.0 

0.0 

bOL-1 dbcAMP 

3.7 

2.6 

9.1 

29.1 

0.1 

8.1 

bUL-l dDCAMP 
PMA/ionomycin 

1.6 

0.7 

0.0 

0.0 

0.0 

2.7 

Dendritic cells none \ 

5.6 

3.1 

13.8 

4.1 

0.0 

5.3 

Dendritic cells LPS \ 

1.6 

0.3 

0.0 

1.0 

0.0 

0.7 

Dendritic cells anti- 
CD^ 

2.0 

1.6 

3.3 

0.5 

0.0 

0.2 

Monocytes rest 

0.2 

0.0 

0.0 

0.4 

0.0 

0.0 

Monocytes LPS 

2.2 

3.3 

0.0 

5.7 

0.0 

1.8 

Macrophages rest 

0.9 

1.8 

0.0 

0.6 

0.0 

0.6 

Macrophages LPS 

7.5 

4.0 

0.0 

5.4 

0.1 

6.3 

HUVECnone I 

3.1 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC starved ( 

3.0 

3.0 

0.0 

0.0 

0.0 

0.3 
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HUVEC IL-I beta 

0.0 

0.0 

0.0 

0.0 

0.0 

0.5 

HUVEC IFN 
gamma 

0.2 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC TNF alpha 
+ IFN pamma 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC TNF alpha 
+ IL4 

0.6 

0.0 

0.0 

0.0 

0.0 

0.4 

HUVEC IL- II 

0.0 

0.0 

0.0 

0.4 

0.0 

0.3 

Lung Microvascular 
EC none 

0.2 

03 

0.0 

0.4 

0.0 

0.0 

Lung Microvascular 
EC TNFaIpha+ IL- 
Ibeta 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Microvascular 
Dermal EC none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Microsvasular 
Dermal EC 
TNFalpha + IL- 
Ibeta 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

Bronchial 
epithelium 
TNFalpha + ILI beta 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium none 

0.0 

! 

0.0 

0.0 ; 

0.0 

0.0 

0.0 

Small airway 
epithelium 
TNFalpha +IL- 
Ibeta 

- -..m. — ! 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

Coronery artery 
SMC rest 

0.1 

0.6 

0.0 

0.0 

0.0 

0.0 

Coronery artery 
SMC TNFalpha + 
IL-lbeta 

0.4 

0.9 

6.2 

0.3 

0.0 

1.5 

Astrocytes rest 

67.8 

97.3 

100.0 

100.0 

12.0 

100.0 

Astrocytes 
TNFalpha + IL- 
1 beta 

100.0 

100.0 

74.2 

97.3 

100.0 

74.7 

KU-8 12 (Basophil) | 
rest 

0.1 

o.o 

0.0 

0.0 

0.0 

0.4 

KU-8 12 (Basophil) 
PMA/ionomycin 

0.0 

3.0 

0.0 

0.0 

0.0 

0.0 
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-~ 1 — 

CCD1I06 j 02 
(Keratinocytes) none] 

0.0 

0.0 

0.0 

0.0 

0.8 

CCDI106 j 
(Keratinocytes) j n 
TNFalpha+IL- j UJ 
1 beta j 

0.0 

0.0 

0.0 

0.0 

0.0 

Liver cirrhosis 

l—s I T VI villi IwOU 

2.3 

7.2 

4.6 

2.6 

0.0 

6.7 

NCI-H292 none 

0 3 

0.3 

0.0 

1.7 

0.0 

0.6 

NCNH292 IL-4 

io.3 

0.0 

0.0 

9A_ ._ 

0.0 

0.5 

NC1-H292 IL-9 

^0.3 

0.0 

0.0 

0.7 

0.0 

0.5 

NCI-H292 IL-1 3 

0.6 

0.6 

0.0 

0.9 

0.0 

0.9 

NCI-H292 IF7M 
gamma 

0.2 

0.0 

0.0 

0.5 

0.0 

0.6 

HPAEC none 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

HPAEC TNF alpha 
+ IL-1 beta 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

Lung fibroblast none 

29.7 

62.9 

31.4 

95.9 

0.2 

65.5 

Lung fibroblast TNF 
alpha-*- IL-1 beta 

16.0 

36.9 

22.2 

48.6 

0.1 

39.8 

Lung fibroblast IL-4 

26.1 

28.7 

19.1 

27.4 

0.1 

21.2 

Lung fibroblast IL-9 i 

28.5 

42.0 

23.5 

24.0 

0.1 

26.8 

Lune fibroblast II - 
13 

31.6 

14.6 

4.5 

11.9 

0.0 

10.4 

Lung fibroblast IFN ] 
gamma 

20.4 

32.8 

15.7 

55.9 

0.2 

46.3 

Dermal fibroblast 
CCD 1070 rest 

2.5 

2.9 

0.0 

6.0 

0.0 

6.3 

Dermal fibroblast 
CCD1070 TNF 
alpha 

1.1 

1.3 

0.0 

2.7 

0.0 

0.8 

Dermal fibroblast 
CCD1 070 IL-1 beta j 

1.9 

2.9 

0.0 

5.6 

0.0 

1.3 

Dermal fibroblast 
IFN gamma 

9.3 

20.3 

8.5 

30.6 

0.1 

20.2 

Dermal fibroblast ! 
IL-4 | 

10.7 

14.6 

4.1 

30.8 

0.1 

19.8 

Dermal Fibroblasts 
rest 

24.8 

*2.3 

8.0 

54.3 

0.1 

46.7 
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Neutrophils 
TNFa+LPS 

0.7 

0.0 

0.0 

0.9 

0.0 

0.4 

Neutrophils rest 

0.1 

0.0 

0.0 

0.0 

0.0 

0.3 

Colon 

7.9 

4.7 

4.0 

4.6 

0.0 

9.5 

Lung 

2.2 

1.2 

0.0 

2.8 

0.0 

4.6 

Thymus 

3.1 

0.8 

0.0 

0.0 

0.0 

0.4 

Kidney 

4.2 

4.4 

4.9 

7.8 

0.1 

9.7 


Table ATQ . general oncology screening panel_v_2.4 


Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
260281959 

Rel. Exp.(%) 
Ag6442, Run 
264979180 

Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
260281959 

Rel. Exp.(%) 
Ag6442, Run 
264979180 

Colon cancer 1 

12.1 

22.7 

Bladder NAT 2 

1.7 

1.4 

Colon NAT 1 

100.0 

100.0 

Bladder NAT 3 

0.2 

4.8 

Colon cancer 2 

6.5 

0.0 

Bladder NAT 4 

27.0 

66.0 

Colon NAT 2 

8.0 

15.1 

I 1 U JLOLL 

adenocarcinoma 1 

9.2 

7.5 

Colon cancer 3 

7.4 

2.8 

Prostate 

adenocarcinoma 2 

3.5 

8.0 

Colon NAT 3 

39.8 

40.1 

Prostate 

adenocarcinoma 3 

14.3 

9.0 

Colon malignant 
cancer 4 

15.0 

9.5 

Prostate 

adenocarcinoma 4 

16.4 

9.1 

Colon NAT 4 

3.5 

0.9 

Prostate NAT 5 

16.8 

9.9 

Lung cancer 1 

1.4 

6.6 

Prostate 

adenocarcinoma 6 

3.2 

7.7 

Lung NAT 1 

0.6 

0.0 

Prostate 

adenocarcinoma 7l 

9.2 

17.3 

Lung cancer 2 

26.6 

15.9 

Prostate 

adenocarcinoma 8 

3.0 

0.0 

Lung NAT 2 

2.7 

0.0 

Prostate 

adenocarcinoma 9 

27.0 

33.9 

Squamous cell 
carcinoma 3 

5.6 

8.3 

Prostate NAT 10 

3.8 

4.9 

Lung NAT 3 

0.8 

0.0 

Kidney cancer 1 

24.0 

16.5 

Metastatic 
melanoma 1 

27.2 

49.0 

Kidney NAT 1 

15.6 

7.2 
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Melanoma 2 

Z.J 

J.l 

Kidney cancer 2 

O 1 A 

/J. / 

JVILIcinUITld J 

L.J 

11 Q 
1 J.O 

Money ina i z 

97 1 

i y.z 

Metastatic 
melanoma 4 

33.9 

24.0 

Kidney cancer 3 

27.0 

21.3 

Metastatic 
melanoma 5 

34.6 

31.4 

Kidney NAT 3 

9.3 

11.4 

Bladder cancer 1 

1.3 

2.1 

Kidney cancer 4 

20.0 

25.7 

Bladder NAT 1 

0.0 

0.0 

Kidney NAT 4 

8.2 

14.9 

Bladder cancer 2 

8.7 | 

19.3 





CNS_neurodegeneration_vl.O Summary: Ag4983/Ag64 1 3/ 
Ag6428/Ag6430/Ag643l/Ag6440/Ag6442/Ag6446 Seven experiments with different probe 
and primer sets are in excellent agreement. This panel confirms the expression of this gene 
at low levels in the brains of an independent group of individuals. However, no differential 


5 expression of this gene was detected between Alzheimer's diseased postmortem brains and 
those of non-demented controls in this experiment See Panel 1 .4 for a discussion of this 
gene in treatment of central nervous system disorders. 

Ag6424/ Ag6425 Expression of this gene is low/undetectable (CTs > 35) across all 
of the samples on this panel (data not shown). 

10 General_screening_panel_vl.4 Summary: Ag4983 Highest expression of this 

gene is detected in a brain cancer SNB-19 cell line (CT=28). Moderate to low levels of 
expression of this gene is also seen in a number of cancer cell lines derived from gastric, 
colon, lung, renal, breast, ovarian, prostate, melanoma and brain cancers. Thus, expression 
of this gene could be used as a marker to detect the presence of these cancers. Furthermore, 

1 5 therapeutic modulation of the expression or function of this gene may be effective in the 
treatment of pancreatic, gastric, colon, lung, liver, renal, breast, ovarian, prostate, squamous 
cell carcinoma, melanoma and brain cancers. 

Among tissues with metabolic or endocrine function, this gene is expressed at 
moderate levels in pancreas, adipose, adrenal gland, thyroid, pituitary gland, skeletal 
20 muscle, heart and the gastrointestinal tract. Therefore, therapeutic modulation of the activity 
of this gene may prove useful in the treatment of endocrine/metabolically related diseases, 
such as obesity and diabetes. 
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In addition, this gene is expressed at moderate levels in all regions of the central 
nervous system examined, including amygdala, hippocampus, substantia nigra, thalamus, 
cerebellum, cerebral cortex, and spinal cord. Therefore, therapeutic modulation of this gene 
product may be useful in the treatment of central nervous system disorders such as 
5 Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, schizophrenia and 
depression. 

General_screening_panel_vl.5 Summary: Ag6442 Highest expression of this 
gene is seen in skeletal muscle (CT=28). Expression of this gene is higher in adult (CT=28) 
as compared to the fetal skeletal muscle (CT=3 1). Therefore, expression of this gene may be 
1 0 used to distinguish fetal from adult skeletal muscle. 

In addition moderate to low levels of expression of this gene is also seen in all the 
regions of central nervous system, in tissues with metabolic/endocrine functions and in a 
number of cancer cell lines derived from melanoma, brain, colon, lung, and ovarian cancers. 
This expression pattern is consistent with the expression seen in panel 1 A. See panel 1 .4 for 
1 5 further discussion on the utility of these genes. 

General_scrccning_panel_vl.6 Summary: Ag64 1 3/ Ag6424/Ag6425/ 
Ag6428/Ag643 1/Ag6440/ Ag6446/Ag6964 Highest expression of this gene is detected in 
skeletal muscle, ovarian cancer IGROV-1 cell line, lung cancer LX-1 cell line and brain 
cancer SNB-19 cell lines (CTs=25-33.7). In addition, consistent with expression seen in 
20 panel 1 .4, moderate to low levels of expression of this gene is also seen in all the regions of 
central nervous system, tissues with metabolic/endocrine functions, and number of cancer 
cell lines. See panel 1 .4 for further discussion of this gene. 

Panel 4.1 D Summary: Ag4983/Ag6413/Ag6425/Ag6428/Ag6431 Highest 
expression of this gene is detected in both resting and cytokine activated astrocytes 
25 (CTs=22-33.5). Therefore, therapeutic modulation of this gene or the design of therapeutics 
with the encoded protein could be important in the treatment of multiple sclerosis or other 
inflammatory diseases of the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
30 colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 

functional therapeutic may lead to the alteration of functions associated with these cell types 
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and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Low levels of expression of this gene is also seen in liver cirrhosis. Therefore, 
5 antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. 

Ag6424/Ag6440 Expression of this gene is low/undetectable (CTs > 35) across all 
of the samples on this panel (data not shown). 

general oncology screening panel_v_2.4 Summary: Ag4983/Ag6442 Two 
10 experiments with different probe and primer sets are in excellent agreement. Highest 
expression of this gene is seen in normal colon (CTs=29-32). Expression of this gene in 
normal colon is higher than in the corresponding cancer samples (CTs=32-34). Therefore, 
expression of this gene may be used to distinguish between these two samples. 

Moderate expression of this gene is seen in both normal and cancer samples derived 
1 5 from colon, lung, bladder, prostate and kidney, as well as, in melanomas. Expression of this 
gene seems to be higher in kidney and lung cancers as compared to the corresponding 
normal adjacent samples. Therefore, expression of this gene may be used as marker to 
detect the presence of lung and kidney cancers. Furthermore, therapeutic modulation of this 
gene may be useful in the treatment of melanoma, colon, lung, bladder, prostate and kidney 
20 cancers. 

AU. CG56054-14: Integrin alpha 7-like protein. 

Expression of gene CG56054-I4 was assessed using the primer-probe sets Ag4983, 
Ag6442, Ag6428, Ag6429, Ag643i, Ag6435, Ag6439, Ag6447, Ag64l3 and Ag6964, 
described in Tables AUA, AUB, AUC, AUD, AUE, AUF, AUG, AUH, AUI and AUJ. 
25 Results of the RTQ-PCR runs are shown in Tables AUK, AUL, AUM, A UN, AUO and 
AUP. 


Table AUA . Probe Name Ag4983 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5' - 

ccaggtcaccttctacctcatc-3 ' 

22 

2342 

633 
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Probe 

TET-5" - 

cttagcacctccgggatcagcatt- 
3 * -TAMRA 

24 

2364 

634 

Reverse 

5' - 

aacagcagctctacctccagtt-3 ' 

22 

2398 

635 


Table AUB . Probe Name Ag6442 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' - 

gatgtggacagtagggatagga-3 ' 

22 

2781 

636 

Probe 

TET-5 » - 

ccacctgagcagcaggagcct-3 ' - 
TAMRA 

21 

2820 

637 

Reverse 

5 1 -gcgcagtccagggtg-3 ' 

15 

2906 

638 


Table AUC . Probe Name Ag6428 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 * -cttcatctaccatgggagca- 
3' 

20 

1301 

639 

Probe 

TET-5 1 - 

ccttcacaggtgctggagggc- 
3 » -TAMRA 

21 

1341 

640 

Reverse 

5' -agggagtagccgaagctct- 
3 ' 

19 

1378 

641 


Table AUD . Probe Name Ag6429 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -ccgtgccccagtaccat-3 ' 

17 

3289 

642 

Probe 

TET- 5 ' - 

cgggcaccatcctgaggaacaac- 
3 1 -TAMRA 

23 

3355 

643 

Reverse 

5 ' -gggcccagccaggat-3 ' 

15 

3391 

644 


5 Table AUE . Probe Name Ag643 1 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -aaacatcaccctggactgc-3 ' 

19 

2900 

645 

Probe 

TET-5' - 

tggtgttcagctgcccactctacag- 
3 ' -TAMRA 

25 

2941 

646 
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Reverse 

5 ' - ccgcgcggtcaaa- 3 • 

B 

2967 

647 


Table AUF . Probe Name Ag6435 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • -ggccagggtggagct-3 1 

15 

731 

648 

Probe 

TET- 5 1 - 

acctggcacacctggacgacg- 
3 1 -TAMRA 

21 

766 

649 

Reverse 

5* -cagggaccgggatga-3 ' 

15 

829 

650 


Table AUG . Probe Name Ag6439 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' -ctgtggtggcagaaggagt- 
3 ' 

19 

3157 

651 

Probe 

TET- 5 ' - 

ccctggtgggtcatcctcctg- 
3 ' -TAMRA 

21 

3177 

652 

Reverse 

S ' - 

gaagaatcccatcttccacag-3 ■ 

21 

3243 

653 


Table AUH . Probe Name Ag6447 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 1 -gacgacggtccctacga-3 * 

17 

780 

654 

Probe 

TET- 5 1 - 

tcatcccggtccctgccaa-3 • - 
TAMRA 

19 

829 

655 

Reverse 

5' - 

gtcaatagagaagccaaagtagct- 
3 • 

24 

849 

656 


5 Table AU1 . Probe Name Ag64 1 3 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' - 

ggtgaagacaagatctgccag-3 • 

21 

1980 

657 

Probe 

TET- 5 ' - 

tgtacccgggtcagcgacacg- 
3 ' -TAMRA 

21 

2031 

658 

Reverse 

5 ' -gctgttgttccatccacatc- 
3 1 

20 

2073 

659 
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Table AUJ . Probe Name Ag6964 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • -ggccccagacatgca-3 ' 

15 

2986 

660 

Probe 

TET- 5 ' - 

actctacagctttgaccgcgcgg- 
3 ' -TAMRA 

23 

2957 

661 

Reverse 

5 ' -gccaactgtgtggtgttca-3 ' 

19 

2931 

662 


Table AUK . CNS_neurodegeneration_vl.O 


Tissue 
Name 

Rel. 

Exp.(%) 
Ag4983, 
Run 

21864922 
3 

Rel. 

Exp.(%) 
Ag6413, 
Run 

26925398 
3 

Rel. 

Exp.(%) 
Ag6428, 
Run 

26693708 
1 

ReL 

Exp.(%) 
Ag6431, 
Run 

26803072 
2 

ReL 

Exp.(%) 
Ag6435, 
Run 

26925399 
7 

ReL 

Exp.(%) 
Ag6439, 
Run 

26925400 
2 

Rel. 

Exp.(%) 
Ag6442, 
Run 

26497929 
8 

ReL 

Exp.(%) 
Ag6447, 
Run 

26925400 
7 

AD 1 
Hippo 

23.7 

24.8 

18.0 

18.8 

17.1 

21.6 

19.2 

18.8 

AD 2 
Hippo 

41.2 

52.9 

32.3 

28.7 

27.9 

28.9 

49.7 

10.4 

AD 3 
Hippo 

8.9 

6.4 

3.7 

7.5 

4.8 

6.1 

20.4 

0.0 

AD 4 
Hippo 

14.8 

25.5 

10.7 

18.8 

18.3 

17.6 

5.6 

4.6 

AD 5 
Hippo 

44.8 

41.8 

53.2 

38.4 

46.7 

42.6 

57.4 

11.0 

AD 6 
Hippo 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

90.1 

100.0 

Control 2 
Hippo 

24.3 

36.1 

18.7 

29.5 

8.5 

32.5 

28.5 

3.1 

Control 4 
Hippo 

42.9 

43.8 

27.0 

32.3 

29.9 

37.9 

86.5 

43.8 

Control 
(Path) 3 
Hippo 

14.2 

11.4 

4.6 

6.0 

5.2 

6.4 

0.0 

5.3 

AD 1 

Temporal 

Ctx 

23.3 

15.9 

12.9 

17.1 

12.8 

24.5 

16.8 

9.0 

AD 2 

Temporal 

Ctx 

41.5 

47.3 

31.0 

39.8 

45.1 

27.5 

21.6 

21.0 j 
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AD3 

Temporal 

Ctx 

9.5 

9.8 

6.0 

11.3 

4.1 

9.0 

5.7 

3.9 

AD 4 

Temporal 

Ctx 

30.6 

39.0 

20.2 

25.3 

6.8 

30.4 

8.7 

7.7 

AD5Inf 
Temporal 
Ctx 

45.4 

37.1 

39.2 

36.3 

1.6 

41.8 

73.7 

23.7 

AD 5 Sup 
Temporal 
Ctx 

51.1 

39.0 

42.0 

32.3 

33.2 

38.7 

55.9 

11.4 

AD6Inf 
Temporal 
Ctx 

38.2 

59.9 

49.3 

46.7 

52.1 

47.6 

76.8 

88.9 

AD 6 Sup 
Temporal 
Ctx 

43.8 

48.6 

48.3 

50.3 

37.6 

50.3 

59.9 

61.1 

Control 1 
Temporal 
Ctx 

12.2 

23.0 

12.9 

15.6 

6.7 

24.0 

46.7 

2.8 

Control 2 
Temporal 
Ctx 

14.2 

32.5 

18.2 

17.4 

7.3 

14.9 

50.0 

16.0 

Control 3 
Temporal 
Ctx 

15.1 

15.3 

9.6 

14.5 

4.4 

16.5 

9.5 

3.1 

Control 3 
Temporal 
Ctx 

ii.l 

25.0 

15.2 

13.1 

1 1 .7 

23.8 

13.6 

13,6 

Control 
(Path) 1 

1 LI 1 IL7UI £11 

Ctx 

26.1 

47.0 

27.0 

30.6 

24.8 

39.8 

46.0 

13.8 

Control 
(Path) 2 
Temporal 
Ctx 

24.5 

25.9 

16.0 

20.4 

9.8 

24.8 

0.0 

2.6 

Control 
(Path) 3 
Temporal 
Ctx 

11.7 

16.0 

7.5 

10.9 

3.5 

11.9 

31.0 

6.3 
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Control 
(Path) 4 
Temporal 
Ctx 

21.9 

27.4 

17.1 

18.2 

14.8 

21.6 

39.5 

7.0 

AD 1 

Occipital 

Ctx 

16.0 

11.9 

10.2 • 

11.5 

15.0 

16.0 

6.3 

0.0 

AD 2 

Occipital 

Ctx 

(Missing) 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

AD3 

Occipital 

Ctx 

10.7 

6.0 

6.4 

8.8 

8.0 

10.2 

4.9 

0.0 

AD 4 

Occipital 

Ctx 

18.9 

23.7 

13.0 

17.9 

6.8 

18.6 

11.1 

3.5 

AD 5 

Occipital 

Ctx 

24.8 

28.3 

25.3 

22.5 

12.7 

22.7 

42.3 

3.8 

AD 6 

Occipital 

Ctx 

20.6 

» 

31.9 

20.2 

17.0 

5.9 

22.1 

14.8 

8.5 

Control 1 
Occipital 
Ctx 

9.5 

14.4 

6.0 

8.7 

4.1 

7.2 

8.8 

1.3 

Control 2 
Occipital 
Ctx 

31.9 

42.6 

26.4 

33.2 

20.3 

29.3 

82.4 

13.7 

control j 
Occipital 
Ctx 

18.8 ! 

13.0 

10.7 

17.1 

7.5 

19.2 

8.8 

5.0 

Control 4 
Ctx 


1 7 O 



-i ■} 
j.j 

1 1 & 

1 J.O 


I .j 

Control 
(Path) 1 
Occipital 

Ctx ! 

38.2 

52.5 

35.6 

36.1 

25.9 

39.5 

100.0 

12.1 

Control 
(Path) 2 
Occipital 
Ctx 

9.6 

14.1 

6.7 

7.9 

7.4 

7.0 

9.3 

13.2 
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Control 
(Path) 3 
Occipital 
Ctx 

4.8 

8.7 

5.4 

6.0 

2.3 

5.9 

4.1 

9.4 

Control 
(Path) 4 
Occipital 
Ctx 

16.2 

13.2 

13.2 

10.2 

21.0 

11.4 

32.8 

20.4 

Control 1 
Parietal Ctx 

14.4 

21.9 

8.8 

16.3 

12.5 

15.7 

9.2 

5.0 1 

Control 2 
Parietal Ctx 

32.8 

28 9 

34.4 



17 1 



Control 3 
Parietal Ctx 

20.6 

19.8 

11.5 

8.7 

13.2 

10.8 

9.1 

16.7 

Control 
(Path) 1 
Parietal Ctx 

35.4 

62.4 

34.2 

39.2 

22.5 

37.9 

69.3 

4.2 

Control 
(Path) 2 
Parietal Ctx 

22.1 

23.8 

19.6 

22.5 

26.8 

18.7 

37.6 

14.4 

Control 
(Path) 3 
Parietal Ctx 

11.2 

15.4 

3.9 

7.1 

7.5 

12.0 

10.4 

5.9 

Control 
(Path) 4 
Parietal Ctx 

31.2 

34.2 

24.8 

8.8 

20.6 

27.9 

27.5 

9.4 


Table AUL . General_screening_panel_vl.4 


Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

Adipose 

25.3 

Renal ca. TK-10 

3.0 

Melanoma* Hs688(A).T 

1.0 

Bladder 

7.0 

Melanoma* Hs688(B).T 

2.9 

Gastric ca. (liver met.) 
NCI-N87 

1.9 

Melanoma* M14 

0.7 

Gastric ca. KATOIII 

0.7 

Melanoma* LOXIMVI 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

29.9 

Colon ca. SW480 

45.4 | 

Squamous cell carcinoma 
SCC-4 

0.1 

Colon ca.* (SW480 met) 
SW620 

17.1 
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I Coil j ruui 

:j 

10.7 jColon ca. HT29 

0.5 

!rr05ldlC la. ^uuiic iiici^ 

PC-3 

2.9 

Colon ca. HCT-116 

5.3 

Prostate Pool 

18.4 

Colon ca. CaCo-2 

21.8 

Placenta 

0-4 

Colon cancer tissue 

12.7 

i 

Uterus Pool 

10.4 

Colon ca.SWHI6 

2.4 

Ovarian ca. OVCAR-3 

1 .2 jColon ca. Colo-205 

0.4 

Ovarian ca. SK-OV-3 

1.7 

Colon ca. SW-48 

1.5 

Ovarian ca. OVCAR-4 

0.6 \ 

Colon Pool 

31.4 

Ovarian ca. OVCAR-5 

i 

Small Intestine Pool 

12.1 1 

Ovarian ca. IGROV-I 

87.7 

Stomach Pool 

13.6 

Ovarian ca. OVCAR-8 

10.6 jBone Marrow Pool 

13.2 

Ovary 

4.7 ! 

Fetal Heart 

24.1 

Breast ca. MCF-7 

0.4 

Heart Pool 

34.9 

oreasi ca. ivil>/\-ivid-z j i 

0.4 

Lymph Node Pool 


Breast ca. BT 549 

0.6 

Fetal Skeletal Muscle 

55.1 

Breast ca. T47D 

j 

5.1 ]Skeletal Muscle Pool 

82.4 

Breast ca. MDA-N 

1.0 

Spleen Pool 

3.3 

Breast Pool 

18.2 

Thymus Pool 

10.2 

Trachea 

8.9 

CNS cancer (glio/astro) 
U87-MG 

14.9 

Lung 

3.7 

CNS cancer (glio/astro) 
U-118-MG 

5.1 

Fetal Lung 

7.2 

CNS cancer (neuro;met) 
SK-N-AS 

2.6 

Lung ca. NL1-N4 1 7 

2.3 

CNS cancer (astro) SF- 
539 


Lungca. LX-I 

9.7 

CNS cancer (astro) SNB- 
75 

11.9 

Lungca. NCI-H146 

0.3 

CNS cancer (glio) SNB- 
19 

100.0 

Lungca. SHP-77 

8.1 

CNS cancer (glio) SF-295 

14.6 

Lungca. A549 

0.7 

Brain (Amygdala) Pool 

8.0 

Lungca. NC1-H526 

0.4 \ 

Brain (cerebellum) 

11.5 
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Lungca.NCI-H23 

6.4 iBrain (fetal) 

10.8 

Lungca.NCI-H460 j 

n (Brain (Hippocampus) 
U ' Z jPool 

11.6 

Lung ca. nUr-O^ j 

0.9 j 

Cerebral Cortex Pool 

12.9 

Lungca.NCI-H522 | 

brain (Substantia nigra) 
2 - 2 |Pool 

15.9 

Liver j 

1 * " 1 
0.2 jjBrain (Thalamus) Pool 

13.7 

Fetal Liver j 

a 

0-6 | 

Brain (whole) 

7.7 

Liver ca. HepG2 

0.3 

Spinal Cord Pool 

14.9 

Kidney Pool 

41.8 

Adrenal Gland 

7.9 

Fetal Kidney 

4.9 

Pituitary gland Pool 

1.3 

Renal ca. 786-0 

0.3 

Salivary Gland 

1.6 

Renal ca. A498 

0.4 

Thyroid (female) 

3.0 

Renal ca. ACHN 

2.1 

Pancreatic ca. CAPAN2 

1.5 

Renal ca. UO-3 1 

0.6 

Pancreas Pool 

16.0 

Table AUM. General screening panel vl.5 

Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Adipose 

3.2 ! 

Renal ca. TK-10 

0.8 

Melanoma* Hs688(A).T 

0.5 

Bladder 

2.1 

Melanoma* Hs688(B).T 

0.5 

Gastric ca. (liver met.) 
NCI-N87 

0.7 

Melanoma* Ml 4 

0.7 

Gastric ca. KATOIII 

0.2 

Melanoma* LOX1MVI 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

8.9 

Colon ca. SW480 

17.7 

Squamous cell carcinoma 
SCC-4 

0.0 

Colon ca.* (SW480 met) 
SW620 

7.9 

Testis Pool 

3.5 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

0.1 

Colon ca. HCT-116 

2.4 

Prostate Pool 

3.1 

Colon ca. CaCo-2 

10.2 
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Placenta 

0.4 

Colon cancer tissue 

10.7 

Uterus Pool 

5.4 

Colon ca. SW1116 

1.3 

Ovarian ca. OVCAR-3 

0.4 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.1 

Colon ca. SW-48 

0.7 

Ovarian ca. OVCAR-4 

0.3 

Colon Pool 

6.3 

Ovarian ca. OVCAR-5 

0.8 

Small Intestine Pool 

5.2 

Ovarian ca. IGROV-1 

66.0 

Stomach Pool 

4.3 

Ovarian ca. OVCAR-8 

11.2 

Bone Marrow Pool 

3.3 

Ovary 

2-0 

Fetal Heart 

7.6 

Breast ca. MCF-7 

0.1 

Heart Pool 

13.3 

DlCabl la. IVlL/rt'lVID-Z j \ 


1 vmnh NInHp Pnnl 

L^jrlllUll nvuc r UUI 

7.1 

Breast ca. BT 549 

0.4 

Fetal Skeletal Muscle 

16.5 

Breast ca. T47D 

0.0 

Skeletal Muscle Pool 

100.0 

Breast ca. MDA-N 

0.5 

Spleen Pool 

1.9 

Breast Pool 

7.4 

Thymus Pool 

5.5 

Trachea 

2.4 

CNS cancer (glio/astro) 
U87-MG 

7.4 

Lung 

3.5 

CNS cancer (glio/astro) 
U-118-MG 

2.6 

Fetal Lung 

3.8 

CNS cancer (neuro;met) 
SK-N-AS 

1.2 

Lung ca. NCI-N417 

1.6 

CNS cancer (astro) SF- 
539 

n 9 
yj.z. 

Lung ca. LX-1 

1.4 

CNS cancer (astro) SNB- 
75 

6.7 

Lungca. NCI-H146 

0.4 

CNS cancer (glio)SNB- 
19 

63.7 

Lungca. SHP-77 

2.0 

CNS cancer (glio) SF-295 

4.0 

Lung ca. A549 

0.2 

Brain (Amygdala) Pool 

5.0 

Lungca. NCI-H526 

0.6 

Brain (cerebellum) 

3.3 

Lungca. NCI-H23 

2.0 

Brain (fetal) 

1.9 

Lungca.NCI-H460 

0.1 

Brain (Hippocampus) 
Pool 

5.7 

Lungca. HOP-62 

0.6 

Cerebral Cortex Pool 

4.6 
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i 

Lung ca. NCI-H522 

l 

I.I 

Brain (Substantia nigra) 
Pool 

5.1 

Liver 

0.2 ! 

Brain (Thalamus) Pool 

3.7 

Fetal Liver 

0.2 . J 

Brain (whole) 

3.2 

Liver ca. HepG2 

0.0 j 

Spinal Cord Pool 

9.0 

Kidney Pool 

• — - 

15.6 ! 

Adrenal Gland 

3.1 

Fetal Kidney 

,.0 ] 

Pituitary gland Pool 

0.7 

Renal ca. 786-0 

0.2 

Salivary Gland 

0.7 

Renal ca. A498 

— ■ —i 

0.2 j 

Thyroid (female) 

1.0 

Renal ca. ACHN 

0.2 j 

Pancreatic ca. CAPAN2 

0.5 

Renal ca. UO-31 

0.4 j 

Pancreas Pool 

8.8 


Table A UN . General_screening_panel_vl.6 


Tissue Name 

Rel. 

Exp.(%) 
Ag6413, 
Run 

277249371 

Rel. JRel. 
Exp.(%) ]Exp.(%) 
Ag6428, Ag6431, 
Run (Run 
277222439|277633568 

Rel. 

Exp.(%) 
Ag6431, 
Run 

278389390 

Rel. 

Exp.(%) 
Ag6435, 
Run 

277223167 

Rel. 

Exp.(%) 
Ag6439, 
Run 

277223175 

Rel. 

Exp.(%) 
Ag6964, 
Run 

278388946 

Adipose 

25.9 

1 

20.0 Ijl7.4 

13.8 

13.2 

17.3 

18.8 

Melanoma* 
Hs688(A).T 

0.5 

1 

2.0 |0.8 

{.. ... _ 

0.9 

0.9 

0.4 

0.7 

! 

Melanoma* 
Hs688(B).T 

2.7 

4.1 

r i 

2.5 

2.2 

1.9 

2.9 

2.4 

Melanoma* 
M14 

0.3 

0.7 

0.4 

0.4 

0.0 

0.4 

0.7 

Melanoma* 
LOXIMVI ; 

0.0 

0.1 

0.0 

0.0 

0.0 

0.0 

0.1 

Melanoma* SK-j 
MEL-5 

15.2 

30.4 

18.2 

14.6 

4.4 

18.3 

15.9 

Squamous cell j 
carcinoma SCC-^ 

4 ! 

0.0 

0.1 

0.1 

0.2 

0.0 

0.0 

0.1 

Testis Pool 

5.2 

8.8 

10.4 

9.0 

10.0 

9.1 

9.9 

Prostate ca.* 
(bone met) PC-3] 

1.9 

2.5 

1.9 

1.8 

1.8 

1.3 

4.3 

Prostate Pool j 

8.1 

11.5 

11.3 

12.1 

10.0 

28.5 

10.0 
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I 

0.5 

0.7 

o.i jo.i 

0.3 

0.5 

0.4 

Uterus Pool 

2.2 

4.5 

4.6 

4.5 

16.2 

5.3 

4.1 

Ovarian ca. 
OVCAR-3 

0.9 

1.1 

0.7 

I.I 

0.4 

1.6 

4.0 

Ovarian ca. SK- 
OV-3 

0.8 

1.7 

0.8 

0.9 

0.9 

1.3 

1.7 

Ovarian ca. 

nVPAR-d 

W V V.rtl\* t T 

0.2 

0.9 j 

0.4 

0.8 

0.0 

0.9 

0.5 

Ovarian ca. 

V./ V V^r\ 

1.6 

2.9 

1.3 

1.7 

0.3 

1.4 

7.9 

Ovarian ca. 

1 VJ V - 1 

100.0 

77.9 

84.7 

97.9 

27.0 

69.3 

75.8 

Ovarian ca. 

13.6 

14.0 

15.6 

14.6 

7.6 

17.3 

16.7 

vai jr 

? 7 


3.1 

2.3 

4.5 

2.8 

2.4 

Breast ca. MCF- 
7 

J ' 

0.3 

0.3 

0.1 

0.2 

0.0 

0.5 

0.5 

MDA-MB-231 

0.1 

0.4 

0.2 

0.2 

0.0 

0.2 

0.3 

Breast ca. BT 
549 

r.r 

0.5 

0.5 

0.1 

0.5 

0.0 

0.6 

0.4 

Breast ca. T47Di 

0.0 

0.5 

0.2 

0.3 

0.0 

A A 

0.4 

A C 
O.J 

Breast ca. 
MDA-N 

0.6 

0.7 

0.6 

0.6 

0.7 

0.6 

0.8 

Breast Pool 

15.0 

21.8 

14.6 

10.7 

42.9 

Ml 

10. / 

Trachea 

4.5 

8.4 

4.8 

4.2 

8.3 

4.7 

5.6 

Lung 

2.8 

2.3 



3.9 

3.9 

5.1 

Fetal Lune 

3.9 

9.1 

5.0 

4.8 

8.0 

5.3 

6.1 

Lung ca. NCI- 
N417 

2.0 

3.5 

3.3 

2.6 

0.2 


Z.J 

Lungca. LX-1 

3.5 

6.5 

5.0 

3.5 

0.9 

4.9 

44.1 

Lung ca. NCI- 
H146 

0.1 

0.3 

0.1 

0.2 

0.0 

0.1 

0.1 

Lungca. SHP- 
77 

4.0 

6.8 

5.3 

4.5 

0.2 

4.5 

3.8 

Lung ca. A549 

0.3 

0.9 

0.0 

0.4 

0.0 

0.6 

4.7 
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r " — •' — 

Lung ca. NCI- 
H526 

0.2 

0.9 

■ 

0.6 

0.3 

0.0 

! 

0.4 

0.5 

Lungca. NCI- 
H23 

2.9 

4.6 

4.8 

3.2 

0.6 

2.9 

10.3 

i 1 

H460 

0.0 

0.2 

0.1 

0.3 

0.0 

0.0 

0.3 

Lungca. HOP- 
62 

0.5 

0.5 j 

1.0 

0.6 

— * 

0.0 

0.5 

0.7 

Lung ca. NCl- 
H522 

1.7 

2.3 

1.7 

1.3 

0.0 

3.3 

8.9 

Liver 

0.1 

0.0 

0.0 

0.0 

0.0 

0.1 

2.0 

iFetal Liver 

0.3 

1.1 

0.6 

0.5 

0.3 

0.8 

8.2 

i 

[Liver ca. HepG2 

0.1 

0.2 

0.0 

0.2 

U.U 

U. 1 

9 A 

[Kidney Pool 

27.9 

47.0 

— — 

33.9 

1 

28.1 

100.0 

43.2 

32.8 

Fetal Kidney 

1.4 

4.9 

4.1 

4.0 

12.1 

5.8 

11.5 

Renal ca. 786-0 

0.2 

0.2 : 

0.3 

0., 

0.0 

0.3 

0.9 

Renal ca. A498 

0.0 

0.2 

0.0 

0, 

0.0 

0.5 

8.5 

rvcnai L>a. 

ACHN 

1.5 

2.5 

1.7 jl.5 

J. 

0.0 

1.2 

2.5 

Renal ra I JO- 

31 

0.3 

0.5 

0.2 

0.2 

0.0 

0.6 

0.3 

Renal ca TK-10 

1.9 

3.1 

2.0 

1.9 

0.7 

2.1 

4.6 

Bladder 

4.2 

5.9 

5.5 

5.1 

6.6 

8.3 

6.7 

Gastric ca. (liver 
met.)NCI-N87 

0.9 

1.7 

0.9 

1.2 

0.0 

1.1 

6.7 

Gastric ca. 
KATO III 

ft A 

ft 8 
KJ.O 

0.2 

0.3 

0 3 

0 4 

0.9 

Colon ca. SW- 
948 

0.0 

0.2 

0.2 

0.2 

0.0 

0.3 

1.2 

Colon ca. 
SW480 

20.9 

41.8 

27.0 

23.3 

4.4 

23.0 

33.7 

Colon ca.* 
(SW480 met) 
SW620 

13.3 

16.4 

12.8 

10.3 

1.7 

6.1 

25.0 

Colon ca. HT29 

0.2 

0.0 

0.2 

0.2 

0.0 

0.0 

0.3 

Colon ca. HCT- 
116 

2.1 

3.2 

2.5 

2.0 

0.5 

2.1 

4.3 
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Colon ca. CaCo- 
2 

15.0 

27.0 

19.1 

16.7 

7.6 

18.3 

, 

38.2 

Colon cancer 
tissue 

9.0 

11.0 

11.9 

7.6 

5.6 

7.7 

20.4 

Colon ca. 
SW1II6 

1.3 

2.5 

2.0 

1.5 

1.1 

1.8 

6.0 

Colon ca. Colo- 
205 

0.1 

0.3 

0.2 

0.0 

0.0 

0.2 

0.8 

Colon ca. SW- 
48 

0.8 

1.4 

1.5 

1.5 

0.0 

1.4 

2.6 

Colon Pool 

20.3 

28.1 

23.2 

18.7 

44.8 

25.5 

20.6 

Small Intestine . . n 
n , 4 14.0 
Poo 

17.1 

11.2 

13.0 i 

26.8 

12.8 

10.4 

Stomach Pool 

8.1 

14.3 

9.5 

9.3 

24.0 

8.5 

10.7 

Bone Marrow 
Pool 

6.8 

14.3 

10.2 

8.7 

25.9 

18.7 

12.5 

Fetal Heart 

10.1 

25.5 

24.5 

21.8 

31.6 

33.7 

20.7 

Heart Pool 

28.7 

29.7 

25.9 

17.2 

23.5 

33.7 

26.1 

Lymph Node 
Pool 

17.6 

33.7 

22.1 

23.7 | 

64.6 

19.9 

24.7 

Fetal Skeletal 
Muscle 

31.9 

54.3 

48.6 

— — — 1 — 
46.3 

46.7 

19.1 

50.7 

Skeletal Muscle 
Pool 

17.4 

29.3 

29.5 

25.9 

24.7 

22.1 

32.3 

Spleen Pool 

0.9 

1.9 

2.0 

1.7 

2.4 

2.7 

3.1 

Thymus Pool 

4.4 

10.4 

8.1 

9.4 

18.4 

7.7 

7.0 

CNS cancer 

(glio/astro) 

U87-MG 

9.8 

14.9 

10.7 

10.0 

5.8 

10.9 

14.1 

CNS cancer 
(glio/astro) U- 
118-MG 

3.5 

4.7 

3.8 

3.1 

1.5 

3.8 

5.8 

CNS cancer 
(neuro;met) SK- 
N-AS 

1.9 

2.6 

2.1 

1.0 

0.7 

1.4 

2.6 

CNS cancer 
(astro) SF-539 ; 

0.1 



0.0 

0.1 

0.2 

0.2 

0.1 

0.1 

CNS cancer 
(astro) SNB-75 

8.1 

14.9 

6.5 

10.0 

3.1 

11.7 

9.7 
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CNS cancer 
(glio) SNB-19 

79.6 

100.0 

100.0 

100.0 

12.8 

100.0 

100.0 

CNS cancer 
(glio) SF-295 

8.2 

11.3 

8.0 

7.8 

0.0 

8.2 

14.8 

Brain 

(Amygdala) 
Pool 

3.7 

7.7 

6.2 

4.8 

7.9 

8.0 

5.3 

Brain 

(cerebellum) 

12.0 

19.8 

10.7 

9.7 

1.8 

8.8 

9.7 

Brain (fetal) 

4.2 

12.7 

6.6 

5.6 

8.4 

6.8 

6.4 

Brain 

(Hippocampus) 
Pool 

7.5 

11.7 

8.6 

6.9 

9.9 

11.0 

10.2 

Cerebral Cortex 
Pool 

9.7 

11.0 

7.5 

0.7 

1.8 

11.6 

8.7 

Brain 

(Substantia 
i nigra) Pool 

7.4 

11.7 

10.4 

4.7 

4.2 

10.0 

9.3 

Brain 

(Thalamus) Pool 

*7 a 
7.6 

13.2 


0.2 

A 1 

9.1 

y./ 

5. / 

Brain (whole) 

6.1 

10.6 

5.8 

0.3 

3.3 

5.6 

8.7 

Spinal Cord 
Pool 

lu.l 

J4.7 

t 1 A 
I I .0 

7.0 

13.1 

12. 1 

o n 

y.u 

Adrenal Gland 

3.5 

9.9 

3.9 

3.7 

7.4 

4.8 

4.1 

Pituitary gland 
Poo) 

0 Q 

1 1 

J.! 

1 9 
1 .4 

i i 
i . i 

1 R 

1 .o 

1 4 


Salivary Gland 

0.9 

1.8 

1.3 

0.9 

2.3 

1.1 

1.0 

Thyroid 
(female) 

2.0 

3.1 

2.5 

2.5 

3.3 

1.9 

2.3 

Pancreatic ca. 
CAPAN2 

0.5 

0.8 

0.7 

0.6 

0.5 

0.7 

2.2 

Pancreas Pool 

1.2 

2.0 

1.1 

1.6 

3.5 

3.2 

2.3 


Table AUO . Panel 4. ID 



Rel. 

Rel. 

Rel. 

Rel. 

Rel. 

Rel. 

Rel. 


Exp.(%) 

Exp.(%) 

Exp.(%) 

Exp.(%) 

Exp.(%) 

Exp.(%) 

Exp.(%) 

Tissue Name 

Ag4983, 

Ag6413, 

Ag6428, 

Ag6431, 

Ag6435, 

Ag6439, 

Ag6447, 

Run 

Run 

Run 

Run 

Run 

Run 

Run 


21862357 

26923994 

26876753 

26876757 

26871348 

26876082 

26876180 


0 

7 

5 

7 

0 

3 

6 
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j 

jSecondary Th 1 
act 

0.1 

0.3 

i 

!1.3 

0.7 

0.0 

0.0 

0.0 

Secondary Th2 
act 

0.5 

0.3 

1 

1.2 

0.8 

0.0 

0.0 

0.0 

Secondary Trl act 

0.0 

io.o 

0.0 

0.7 

0.0 

0.0 

0.0 

Secondary Thl 
rest 

0.1 

0.0 

i 

~ 

0.0 

0.0 

0.0 

0.0 

0.0 

Secondary Th2 
rest 

0.3 

0.0 

0.0 

0.0 

0.7 

0.0 

0.0 

Secondary 1 rl 
rest 

0.1 

0.3 

0.4 

0.0 

0.0 

0.0 

0.0 

— 1 

Primary Thl act 

0.0 

0.0 

i . . ... 

0.0 

0.0 

0.0 

0.0 

o.o ; 

Primary Th2 act 

0.2 jo.4 

0.3 

A A 

0.4 

A "7 

A A 

n a 
U.U 

Primary Trl act 

o.i jo.o 

0.7 

0.7 

0.0 

0.0 

0.0 

Primary Th 1 rest 

o.o jo.o 

0.1 

0.3 

0.0 

1.2 

0.0 

Primary Th2 rest 

o.o loo 

0.4 

0.2 

0.0 

0.0 

0.0 

Primary Trl rest 

0.3 [o.O 

0.0 

0.0 

0.0 

0.0 

0.0 

~~~~ — — — — 

CD45RA CD4 
lymphocyte act 

0.4 

■ -■ ■ 

2.8 

' ' ' 
5.4 

2.4 

0.8 

2.6 

0.0 

CD45RO CD4 
lymphocyte act 

0.1 

2.2 

1.5 

0.7 

1.6 

2.3 

0.0 

CD8 lymphocyte 
act 

0.4 

0.9 

0.7 

0.0 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

0.1 

0.0 

o.o 

O ft 

ft ft 

0 0 

0.0 

Secondary CD8 
lymphocyte act 

0.0 

0.1 

0.4 

0.3 

0.0 

0.0 

0.0 

CD4 lymphocyte 
none 

0.1 

0.0 

0.5 

0.4 

0.0 

0.0 

0.0 | 

2ry 

Thl/Th2/Trl anti 
-CD95 CH11 

0.3 

0.2 

0.0 

0.0 

0.0 

1.2 

0.0 

LAK cells rest 

5.6 

5.0 

11.8 

3.8 

6.1 

15.2 

0.0 

LAK cells IL-2 

0.4 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells IL- 
2+IL-12 

0.2 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 
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!LAK cells IL- 
2+lFN gamma 

0.1 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells IL-2+ 
1L-18 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

{ 

•LAK cells 
jPMA/ionomycin 

4.5 

4.0 

15.1 

6.3 

6.1 \ 

9.0 

0.0 

i 

INK Cells IL-2 
[rest 

0.9 

0.1 

3.4 

2.5 

0.0 

1.4 

0.0 

Two Way MLR 3 
day 

1.4 

1.1 

2.2 

1.3 

0.9 

1.4 

0.0 

Two Way MLR 5 
day 

4.5 

0.9 

0.8 

0.9 

0.0 

0.0 

0.0 

Two Way MLR 7 
day 

2.3 

0.7 

1.1 

2.6 

2.9 

3.7 

0.0 

PBMC rest 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

PBMC PWM 

0.6 

0.0 

1.3 

0.0 

0.0 

0.0 

0.0 

PBMC PHA-L 

0.3 

0.2 

0.6 

0.7 

0.0 

0.0 

0.0 

Ramos (B cell) 
none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Ramos (B cell) 
ionomycin 

0.0 

0.0 

0.7 

0.2 

0.0 

0.0 

0.0 

B lymphocytes 
PWM 

0.5 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

B lymphocytes 
CD40L and 1L-4 

0.2 

0.0 

0.9 

0.0 

0.0 

0.0 

0.0 

EOL-1 dbcAMP 

3.7 

2.6 

29.1 

8.1 

0.0 

68.8 

0.0 

EOL-1 dbcAMP 
PMA/ionomycin 

1.6 

0.7 

0.0 

2.7 

1.0 

1.8 

0.0 

Dendritic cells 
none 

5.6 

3.1 

4.1 

5.3 

0.7 

0.0 

u.o 

Dendritic cells 
LPS 

1.6 

0.3 

1.0 

0.7 

0.0 

0.0 

0.0 

Dendritic cells 
anti-CD40 

2.0 

1.6 ] 

0.5 

0.2 

1.6 

0.0 

0.0 

Monocytes rest 

0.2 

0.0 

0.4 

0.0 

0.0 

0.0 

0.0 

Monocytes LPS 

2.2 

3.3 

5.7 

1.8 

0.0 

2.6 

0.4 

Macrophages rest 

0.9 

1.8 

0.6 

0.6 

0.0 

0.0 

0.0 
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i 

•Macrophages LPS 

7.5 

4.0 

5.4 

b 

0.8 

9.2 

0.0 

jHUVEC none 

0.1 

0.0 

0.0 

lo.o 

0.0 

0.0 

0.0 

HUVEC starved 

0.0 

0.0 



0.0 

J 

10.3 

0.0 

0.0 

0.0 

HUVECIL-lbeta 

0.0 

0.0 

0.0 

5*-"=-"- 

a 

jo.5 

0.0 

0.0 

0.0 

HUVEC I FN 
gamma 

0.2 

0.0 

0.0 

!o.o 

1 

0.0 

0.0 

0.0 

HUVEC TNF 
alpha + IFN 
gamma 

0.0 

0.0 

0.0 

0.0 

0.6 

0.0 

0.0 

HUVEC TNF 
alpha + 1L4 

0.6 

0.0 

0.0 

0.4 

0.0 

0.0 

0.0 

HUVEC IL-U 

0.0 

0.0 

0.4 

0.3 

0.0 

0.0 

0.0 

Lung 

Microvascular EC 
none 

0.2 

0.3 

0.4 

0.0 

0.0 

0.0 

0.0 

Lung 

Microvascular EC 

TNFalpha+IL- 

lbeta 

0.1 

0.0 

r w " ' 

0.0 

0.0 

0.0 

0.0 

0.0 

Microvascular 
Dermal EC none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Microsvasular 
Dermal EC 
TNFalpha+IL- 
Ibeta 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Bronchial 
epithelium 
TNFalpha + 
ILlbeta 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium none 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium 
TNFalpha + IL- 
lbeta 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Coronery artery 
SMC rest 

0.1 

0.6 

0.0 

0.0 

0.5 

0.0 

0.3 

Coronery artery 
SMC TNFalpha + 
IL-Ibeta 

0.4 

0.9 

0.3 

1.5 

0.0 

0.0 

0.0 

Astrocytes rest 

57.8 J 

913 

100.0 

100.0 

100.0 

100.0 

54.3 
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Astrocytes 
TNFalpha + !L- 
Ibeta 

100.0 

100.0 

97.3 

74.7 

97.9 

95.9 

100.0 

KU-812 
(Basophil) rest 

0.1 

0.0 

0.0 

0.4 

0.0 

0.0 

0.0 

KU-812 

(Basophil) 

PMA/ionomycin 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

CCD 1106 

(Keratinocytes) 

none 

0.2 

0.0 

0.0 

0.8 

0.0 

0.0 

0.0 

CCD1 106 
(Keratinocytes) 

T-x r _ i i i if 

TNFalpha + IL- 
lbeta 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Liver cirrhosis 

2.3 

7.2 

2.6 

6.7 

5.1 

8.5 

A C 

O.o 

NCI-H292 none 

A "7 

0.3 

0.3 

i i 

ij -7 . . 

0.6 

A A 

0.0 

A A 
U.U 

A A 
U.U 

NCI-H292 IL-4 

0.3 

0.0 

0.0 

0.5 

0.0 

0.0 

0.0 

NCI-H2921L-9 

0.3 

0.0 

0.7 

05 

0.0 

0.0 

0.0 

NCI-H292 IL-13 

0.6 

0.6 

0.9 

0.9 

0.0 

0.0 

0.0 

NCI-H292 I FN 
gamma 

0.2 

0.0 

0.5 

0.6 

0.0 

0.0 

0.0 

HPAEC none 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

HPAEC TNF 
alpha + IL-1 beta 

fl A i 
U.U 

a i 

U.J 

a a ? 

U.U 

A A 
U.U 

A A 
U.U 

A A 
U.U 

0.0 

Lung fibroblast 
none 



0^ Q 

03. J 

ff) 0 

oz.y 5 

Od A 


Lung fibroblast 
TNF alpha + IL-I 
beta 

16.0 

36.9 

48.6 

39.8 

25.2 

62.9 

28.3 

Lung fibroblast 
IL-4 

26.1 

28.7 

27.4 

21.2 

23.3 

34.9 

16.0 
9.3 

Lung fibroblast 
IL-9 

28.5 

42.0 

24.0 

26.8 

20.4 

96.6 

Lung fibroblast 
1L-I3 

31.6 

14.6 

11.9 

10.4 

15.0 

13.4 

4.3 

Lung fibroblast 
IFN gamma 

20.4 

32.8 

55.9 

,nr r , 

46.3 

29.9 

89.5 

25.2 
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Dermal fibroblast 
CCD1070 rest 

2.5 

2.9 16.0 

1. 

6.3 

5.6 

4.1 

0.0 

Dermal fibroblast 
CCD! 070 TNF 
alpha 

1.1 

1.3 

2.7 

0.8 

0.8 

2.3 

I.I 

Dermal fibroblast 
CCD1070 IL-1 
beta 

1.9 

2.9 



5.6 

1.3 

0.7 

0.0 

1.6 

Dermal fibroblast 
I FN gamma 

9.3 

20.3 

30.6 

20.2 

20.0 

26.6 

4.9 

Dermal fibroblast 
IL-4 

10.7 

14.6 

30.8 

19.8 

22.7 

25.5 

13.5 

Dermal 

Fibroblasts rest 

24.8 

42.3 

54.3 

46.7 

20.7 

47.3 

15.8 

XJpi itmnh i Ic 
INCUUUpilllb 

TNFa+LPS 

0.7 

0.0 

0.9 

0.4 

1.2 

0.0 

0.0 

Neutrophils rest 

0.1 

0.0 

0.0 

0.3 

0.0 

0.0 

0.0 

Colon 

7.9 

4.7 

j 

4.6 

9.5 

7.9 

8.4 

4.8 

Lung 

2.2 

1.2 

2.8 

4.6 

1.6 

2.1 

0.0 

Thymus 

3.1 

0.8 

0.0 

0.4 

2.0 ; 

2.4 
5.2 

0.0 

Kidney 

4.2 

4.4 

7.8 

9.7 

10.2 

0.6 


Table AU P . general oncology screening panel_v_2.4 


Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
260281959 

Rel. Exp.(%) 
Ag6442, Run 
264979180 

Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
260281959 

Rel. Exp.(%) 
Ag6442, Run 
264979180 

Colon cancer 1 

12.1 

22 - 7 

Bladder NAT 2 

1.7 

1.4 

Colon NAT 1 

100.0 

100.0 

Bladder NAT 3 

0.2 

4.8 

Colon cancer 2 

6.5 

0.0 

Bladder NAT 4 

27.0 

66.0 

Colon NAT 2 

8.0 

15.1 

Prostate 

adenocarcinoma 1 

9.2 

7.5 

Colon cancer 3 

7.4 

2.8 

Prostate 

adenocarcinoma 2 

3.5 

8.0 

Colon NAT 3 

39.8 

40.1 

Prostate 

adenocarcinoma 3 

14.3 

9.0 

Colon malignant 
cancer 4 

15.0 

9.5 

Prostate 

adenocarcinoma 4 

16.4 

9.1 

Colon NAT 4 

3.5 

0.9 

Prostate NAT 5 

16.8 

9.9 
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:Lung cancer 1 

1.4 

6.6 

Prostate 

adenocarcinoma 6 

3.2 

7.7 

;Lung NAT 1 

0.6 

0.0 

Prostate 

adenocarcinoma 7 

9.2 

17.3 

jLung cancer 2 

26.6 

15.9 

Prostate 

adenocarcinoma 8 

3.0 

0.0 

i 1 1 " . 
i 

jLung NAT 2 

2.7 

0.0 

Prostate 

adenocarcinoma 9 

27.0 

33.9 

i 

;Squamous cell 
jCarcinoma 3 

5.6 

8.3 

Prostate NAT 10 

3.8 

4.9 

jLung NAT 3 

0.8 

0.0 

Kidney cancer 1 

24.0 

16.5 

r — — — — - | 

[Metastatic i 
[melanoma 1 

27.2 

49.0 

Kidney NAT 1 

15.6 

7.2 

j-- ■ l - — 

(Melanoma 2 

2.5 

1.1 

Kidney cancer 2 

91.4 

73.7 

\ — - : — u 

tMelanoma 3 

2.3 

13.8 

Kidney NAT 2 

22.1 

19.2 

♦Metastatic 
!melanoma4 

33.9 

24.0 

Kidney cancer 3 

27.0 

21.3 

i Metastatic 
imelanoma 5 

34.6 

31.4 

Kidney NAT 3 

9.3 

11.4 

jB ladder cancer 1 : 

1.3 

2.1 

Kidney cancer 4 

20.0 

25.7 

''Bladder NAT 1 

0.0 

0.0 

Kidney NAT 4 

8.2 

14.9 

i \ 

(Bladder cancer 2 

8.7 

19.3 






CNS_neurodegeneration_vl.O Summary: Ag4983/Ag6413/Ag6428/Ag643!/ 
Ag6435/Ag6439/Ag6442/ Ag6447 Seven experiments with different probe and primer sets 
are in excellent agreement. This panel confirms the expression of this gene at low levels in 
the brains of an independent group of individuals. However, no differential expression of 


5 this gene was detected between Alzheimer's diseased postmortem brains and those of non- 
demented controls in this experiment. See Panel 1 .4 for a discussion of this gene in 
treatment of central nervous system disorders. 

Ag6429 Expression of this gene is low/undetectable (CTs > 35) across all of the 
samples on this panel (data not shown). 

10 Genera!_screening_panel_vl.4 Summary: Ag4983 Highest expression of this 

gene is detected in a brain cancer SNB-19 cell line (CT=28). Moderate to low levels of 
expression of this gene is also seen in a number of cancer cell lines derived from gastric, 
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colon, lung, renal, breast, ovarian, prostate, melanoma and brain cancers. Thus, expression 
of this gene could be used as a marker to detect the presence of these cancers. Furthermore, 
therapeutic modulation of the expression or function of this gene may be effective in the 
treatment of pancreatic, gastric, colon, lung, liver, renal, breast, ovarian, prostate, squamous 
5 cell carcinoma, melanoma and brain cancers. 

Among tissues with metabolic or endocrine function, this gene is expressed at 
moderate levels in pancreas, adipose, adrenal gland, thyroid, pituitary gland, skeletal 
muscle, heart and the gastrointestinal tract. Therefore, therapeutic modulation of the activity 
of this gene may prove useful in the treatment of endocrine/metabolically related diseases, 
1 0 such as obesity and diabetes. 

In addition, this gene is expressed at moderate levels in all regions of the central 
nervous system examined, including amygdala, hippocampus, substantia nigra, thalamus, 
cerebellum, cerebral cortex, and spinal cord. Therefore, therapeutic modulation of this gene 
product may be useful in the treatment of central nervous system disorders such as 
1 5 Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, schizophrenia and 
depression. 

General_screening_panel_vl.5 Summary: Ag6442 Highest expression of this 
gene is seen in skeletal muscle (CT=28). Expression of this gene is higher in adult (CT=28) 
as compared to the fetal skeletal muscle (CT=3I). Therefore, expression of this gene may be 
20 used to distinguish fetal from adult skeletal muscle. 

In addition moderate to low levels of expression of this gene is also seen in all the 
regions of central nervous system, in tissues with metabolic/endocrine functions and in a 
number of cancer cell lines derived from melanoma, brain, colon, lung, and ovarian cancers. 
This expression pattern is consistent with the expression seen in panel 1 .4. See panel 1 .4 for 
25 further discussion on the utility of these genes. 

General_screening_panel_vl.6 Summary: Ag64l3/Ag6428/Ag6431/ 
Ag6435/Ag6439 Six experiments with seven different probe and primer sets are in very 
good agreement. Highest expression of this gene is detected in a ovarian cancer 1GROV-1 
cell line and brain cancer SNB-19 cell lines (CTs=25-28.5). In addition, consistent with 
30 expression seen in panel 1 .4, moderate to low levels of expression of this gene is also seen 
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in all the regions of central nervous system, tissues with metabolic/endocrine functions, and 
number of cancer cell lines. See panel 1 .4 for further discussion of this gene. 

Ag6429/Ag6447 Expression of this gene is lovv/undetectable (CTs > 34.9) across all 
of the samples on this panel (data not shown). 

5 Panel 4.1D 

Summary: Ag4983/Ag64l3/Ag6428/Ag643l/Ag6435/Ag6439/Ag6447 Seven 
experiments with different probe and primer sets are in excellent agreement. Highest 
expression of this gene is detected in both resting and cytokine activated astrocytes 
(CTs=22-33.5). Therefore, therapeutic modulation of this gene or the design of therapeutics 
10 with the encoded protein could be important in the treatment of multiple sclerosis or other 
inflammatory diseases of the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 
1 5 functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Low levels of expression of this gene is also seen in liver cirrhosis. Therefore, 
20 antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. 

general oncology screening panel_v_2.4 Summary: Ag4983/Ag6442 Two 
experiments with different probe and primer sets are in excellent agreement. Highest 
expression of this gene is seen in normal colon (CTs=29-32). Expression of this gene in 
25 normal colon is higher than in the corresponding cancer samples (CTs=32-34). Therefore, 
expression of this gene may be used to distinguish between these two samples. 

Moderate expression of this gene is seen in both normal and cancer samples derived 
from colon, lung, bladder, prostate and kidney, as well as, in melanomas. Expression of this 
gene seems to be higher in kidney and lung cancers as compared to the corresponding 
30 normal adjacent samples. Therefore, expression of this gene may be used as marker to 

detect the presence of lung and kidney cancers. Furthermore, therapeutic modulation of this 
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gene may be useful in the treatment of melanoma, colon, lung, bladder, prostate and kidney 
cancers. 

AV. CG56054-15: Integrin alpha 7-Hke protein. 

Expression of gene CG56054-15 was assessed using the primer-probe sets Ag6425, 
5 Ag6428, Ag6432, Ag6435 and Ag6447, described in Tables AVA, AVB, AVC, AVD and 
AVE. Results of the RTQ-PCR runs are shown in Tables AVF, AVG and AVH. 


Table AVA . Probe Name Ag6425 


jprimers 

Sequences 

Length 

Start Position 

SEQ ID No 

[Forward 

5 * -cggatgcacaccccat-3 * 

16 

1888 

563 

1 

'Probe 

j 

TBT- 5 ' - 

catcccgagctgggcccc-3 • - 
TAMRA 

18 

1920 I 

564 

;Reverse 

5 ' -gccctggatgcccat-3 ' 

15 

1939 

565 

Table AVB. Probe Name As6428 

i 

'Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

i 

; Forward 

5 * -cttcatctaccatgggagca- , 

20 

1301 

666 

r— 

Probe 

TET-5' - 

ccttcacaggtgctggagggc- \ 
3 ' -TAMRA 

21 

1341 

667 

Reverse 

5' -agggagtagccgaagctct- 
3 ' 

19 

1378 

668 

Table AVC. Probe Name As6432 

Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 1 - 

gaccttgtcctacagtctccagac- 
3' 

24 

1841 

669 

Probe 

TET-5 ' - 

tgcacaccccatcctggctgct- 
3 ' -TAMRA 

22 

1892 

670 

Reverse 

5 ' -gctcgggatgcccgt-3 ' 

15 | 

1915 

671 


1 0 Table AVD . Probe Name Ag6435 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -ggccagggtggagct-3 1 

15 

731 

672 
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TET- 5 1 - 

Probe jacctggcacacctggacgacg- 
|3 ' -TAMRA 

21 

766 

673 

i 

Reverse js • -cagggaccgggatga-3 ' 

15 

829 

674 


Table AVE . Probe Name Ag6447 


— - — 

Primers 

1 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 1 -gacgacggtccctacga-3 • 

» ; 

780 

675 

Probe 

TET- 5 1 - 

tcatcccggtccctgccaa-3 ' - 
TAMRA 

" ; 

829 

676 

Reverse 

v 1 
gtcaatagagaagccaaagtagct- ; 

3' 

24 

849 

677 


Table AVF . CNS_neurodegeneration_vl .0 


Tissue Name 

Rel. Exp.(%) 
Ag6428, Run 
266937081 

Rel. Exp.(%) 
Ag6435, Run 
269253997 

Rel. Exp.(%) 
Ag6447, Run 
269254007 

AD 1 Hippo 

18.0 

17.1 

18.8 

AD 2 Hippo 

32.3 

27.9 

10.4 

AD 3 Hippo 

3.7 

4.8 

0.0 

AD 4 Hippo 

10.7 

18.3 

4.6 

AD 5 Hippo 

53.2 

46.7 

11.0 

AD 6 Hippo 

100.0 

100.0 

100.0 

Control 2 Hippo 

18.7 

8.5 

3.1 

Control 4 Hippo 

27.0 

29.9 

43.8 

Control (Path) 3 Hippo 

4.6 

5.2 

5.3 

AD 1 Temporal Ctx 

12.9 

12.8 

9.0 

AD 2 Temporal Ctx 

31.0 

45.1 

21.0 

AD 3 Temporal Ctx 

6.0 

4.1 

3.9 

AD 4 Temporal Ctx 

20.2 

6.8 

7.7 

AD 5 Inf Temporal Ctx 

39.2 

1.6 

23.7 

AD 5 Sup Temporal 
Ctx 

42.0 

33.2 

11.4 
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: AD6 lnfTempora! Ctx 

49.3 

52.1 

88.9 

; A D 6 Sup Temporal 
Ctx 

48.3 

37.6 

61.1 

iControl 1 Temporal 
;Ctx 

12.9 

6.7 

2.8 

iControl 2 Temporal 
iCtx 

18.2 

7.3 

16.0 

{Control 3 Temporal 
|Ctx 

9.6 

4.4 

3.1 

1 _ 

jControl 3 Temporal 
jCtx 

15.2 

11.7 

13.6 

f— — 

jControl (Path) 1 

27.0 

24.8 

13.8 

jControl (Path) 2 
iTemnoral Ctx 

16.0 

9.8 

2.6 

iControl fPath^ 1 
[Temporal Ctx 

7.5 

3.5 

6.3 

i 

jControl (Path) 4 
Temporal Ctx 

17.1 

14.8 

7.0 

AD 1 Occipital Ctx 

10.2 

15.0 

0.0 

AD 2 Occipital Ctx 
(Missing) 

0.0 

0.0 

0.0 

AD 3 Occipital Ctx 

6.4 

8.0 

0.0 

AD 4 Occipital Ctx 

13.0 

6.8 

3.5 

AD 5 Occipital Ctx 

25.3 

12.7 

3.8 

AD 6 Occipital Ctx 

20.2 

5.9 

o c 

O.J 

Control 1 Occipital Ctx 

6.0 

4.1 

1.3 

Control 2 Occipital Ctx 

26.4 

20.3 

13.7 

Control 3 Occipital Ctx 

10.7 

7.5 

5.0 

Control 4 Occipital Ctx 

12.0 

3.3 

1.3 

Control (Path) 1 
Occipital Ctx 

35.6 

25.9 

12.1 

" " — 

Control (Path) 2 
Occipital Ctx 

6.7 

7.4 

13.2 

Control (Path) 3 
Occipital Ctx 

5.4 

2.3 

9.4 


703 


WO 03/023008 


PCT/US02/28596 


'control (Path) 4 
jOccipital Ctx 

! 

13.2 

21.0 

20.4 

,,„ ■ i 

i 

iControl 1 Parietal Ctx 

8.8 

12.5 

5.0 

Pontrnl 9 Parietal Ptv 

14 4 

41 ? 


Control 3 Parietal Ctx 

11.5 

13.2 

16.7 

Control (Path) 1 
Parietal Ctx 

34.2 

22.5 

4.2 

Control (Path) 2 
Parietal Ctx 

19.6 

26.8 

14.4 

Control (Path) 3 
Parietal Ctx 

3.9 

7.5 

5.9 

Control (Path) 4 
Parietal Ctx 

— 

24.8 

20.6 j 

9.4 


Table AVG . General_screening_panel_vl .6 


Tissue Name 

i 

Rel. 

Exp.(%) 
Ag6425, 
Run 

27722172 
1 

Rel. 

Exp.(%) 
Ag6428, 
Run 

27722243 
9 

! 

Rel. 

Exp.(%) 
Ag6435, 
Run 

27722316 
7 

Tissue Name 

Rel. 

Exp.(%) 
Ag6425, 
Run 

27722172 
1 

Rel. 

Exp.(%) 
Ag6428, 
Run 

27722243 
9 

Rel. 

Exp.(%) 
Ag6435, 
Run 

27722316 
7 

Adipose 

2.6 

20.0 

13.2 

Renal ca. TK- 
10 

0.4 

3.1 

0.7 

Melanoma* 
Hs688(A).T 

0.0 

2.0 

0.9 

Bladder 

0.0 

5.9 

6.6 

Melanoma* 
Hs688(B).T 

0.2 

4.1 

1.9 

Gastric ca. 
(liver met.) 
NCI-N87 

0.0 

1.7 

0.0 

Melanoma* 
M14 

0.0 

0.7 

0.0 

Gastric ca. 
KATO III 

0.5 

0.8 

0.3 

Melanoma* 
LOXIMVI 

0.0 

0.1 

0.0 

Colon ca. SW- 
948 

1.5 

0.2 

0.0 

Melanoma* SK- 
MEL-5 

2.2 

30.4 

4.4 

Colon ca. 
SW480 

5.2 \ 

41.8 

4.4 

Squamous cell 
carcinoma SCC- 
4 

0.0 

0.1 

0.0 

Colon ca.* 
(SW480 met) 
SW620 

4.8 

16.4 

1.7 

Testis Pool 


8.8 

10.0 

Colon ca. 
HT29 

0.0 

0.0 

0.0 
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Prostate ca.* 
(bone met) PC- 
3 

0.5 

2.5 

1.8 

HCT-116 

0.2 

3.2 

0.5 

Prostate Pool 

1.0 

11.5 

10.0 

Colon ca. 
CaCo-2 

3.6 

27.0 

7.6 

Placenta 

0.0 

0.7 

0.3 

Colon cancer 
tissue 

3.3 

11.0 

5.6 

Uterus Pool 

1.5 

4.5 

16.2 

Colon ca. 
SW1I16 

3.0 

2.5 

1.1 

Ovarian ca. 
OVCAR-3 

0.3 

1.1 

0.4 

Colon ca. 
CoIo-205 

0.4 

0.3 

0.0 

Ovarian ca. SK- 
OV-3 

0.2 

1.7 

0.9 

Colon ca. SW- 
48 

3.6 

1.4 

0.0 

Ovarian ca. 
OVCAR-4 

0.0 

0.9 

0.0 

Colon Pool 

5.0 j 

28.1 

44.8 

Ovarian ca. 
OVCAR-5 

1.3 

2.9 

0.3 

Small Intestine 
Pool 

J- 7 

17.1 

26.8 

Ovarian ca. 
IGROV-l 

100.0 

77.9 

27.0 

Stomach Pool 

2.3 

14.3 

24.0 

Ovarian ca. 
OVCAR-8 

21.9 

14.0 

7.6 

Bone Marrow 
Pool 

1.6 

14.3 

25.9 

Ovary 

0.3 

5.2 

4.5 

Fetal Heart 

2.3 

25.5 

3L6 

Breast ca. MCF- 
7 

0.0 

0.3 

0.0 

Heart Pool 

7.0 

29.7 

23.5 

Breast ca. 
MDA-MB-231 

0.0 

0.4 

0.0 

Lymph Node 
Pool 

6.1 

33.7 

64.6 

Breast ca. BT 
549 

0.0 

0.5 

0.0 

Fetal Skeletal 
Muscle 

5.2 

54.3 

46.7 

Breast ca. T47D 

0.0 

0.5 

0.0 

Skeletal 
Muscle Pool 

9.2 

29.3 

24.7 

Breast ca. 
MDA-N 

0.0 

0.7 

0.7 

Spleen Pool 

0.0 

1.9 

2.4 

Breast Pool 

4.1 

21.8 

42.9 

Thymus Pool 

2.0 

10.4 

18.4 

Trachea 

0.7 

8.4 

8.3 

CNS cancer 

(glio/astro) 

U87-MG 

1.5 

14.9 

5.8 

Lung 

0.7 

2.3 

3.9 

CNS cancer 
(glio/astro) U- 
118-MG 

0.3 

4.7 

1.5 
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Fetal Lung 

0.3 

9.1 

8.0 

CNS cancer 
(neuro;met) 
SK-N-AS 

0.0 

2.6 

0.7 
0.2 

Lung ca. NCI- 
N417 

0.9 

3.5 

0.2 

CNS cancer 
(astro) SF-539 

0.0 

0.0 

Lungca. LX-1 

2.7 

6.5 

0.9 

CNS cancer 
(astro) SNB- 
75 

I.I ! 

14.9 

3.1 

Lung ca. NCI- 
H146 

0.0 

0.3 

0.0 

CNS cancer 
(glio) SNB-19 

79.0 

100.0 

12.8 

Lungca. SHP- 
77 

0.4 

6.8 

0.2 

CNS cancer 
(glio) SF-295 

0.0 

1 1.3 

0.0 

Lung ca. A549 

2.6 

0.9 

0.0 

Brain 

(Amygdala) 
Pool 

0.8 

7.7 

7.9 

Lung ca. NCI- 
H526 

0.0 

0.9 

0.0 

Brain 

(cerebellum) 

0.4 \ 

19.8 

1.8 

Lung ca. NCI- 
H23_ 

1.0 

4.6 

0.6 

Brain (fetal) 

0.7 

12.7 

8.4 

Lung ca. NCI- 
H460 

0.0 

0.2 

■r-ir-.n' 

0.0 



Brain 

(Hippocampus 
)Pool 

3.2 j 

11.7 

9.9 

Lungca. HOP- 
62 

0.0 

0.5 

0.0 

Cerebral 
Cortex Pool 

0.6 

11.0 

1.8 

Lung ca. NCI- 
H522 

0.6 

2.3 

0.0 

Brain 

(Substantia 
nigra) Pool 

2.2 

11 .7 

4.2 

Liver 

0.0 



0.0 

0.0 

Brain 

(Thalamus) 
Pool 

2.7 

13.2 

9.1 

Fetal Liver 

0.3 

1.1 

0.3 

Brain (whole) 

0.4 

10.6 

3.3 

Liver ca. 
HepG2 

0 1 

0.2 


Spinal Cord 
Pool 

2.3 

14.7 

13.1 

Kidney Pool 

0.0 

47.0 

100.0 

Adrenal Gland 

0.3 

9.9 

7.4 

Fetal Kidney 

0.0 

4.9 

12.1 

Pituitary gland 
Pool 

0.0 

1.1 

1.8 

Renal ca. 786-0 

0.0 

0.2 

0.0 

Salivary Gland 

0.0 

1.8 

2.3 

Renal ca. A498 

1.8 

0.2 

0.0 

Thyroid 
(female) 

0.3 

3.1 

3.3 
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r* 

Renal ca. 
■ACHN 

0.5 

2.5 

0.0 

Pancreatic ca. 
CAPAN2 

0.0 

0.8 

0.5 

iRenal ca. UO- 
131 

0.0 

0.5 

0.0 

Pancreas Pool 

0.0 

2.0 

3.5 


Table AVH. Panel 4. ID 


1 

[Tissue Name 

Rel. Exp.(%) 
Ag6425, Run 
268713999 

Rel. Exp.(%) jRel. E.\p.(%) 
Ag6428, Run |Ag6435, Run 
268767535 *268713480 

Rel. Exp.(%) 
Ag6447, Run 
268761806 

Secondary Thl act 

0.0 

~* i 
1.3 ]0.0 

0.0 

Secondary Th2 act 

0.0 

■ — — ■ ■ j » 1 1 — 

1.2 b.O 

0.0 

Secondary Trl act 

0.0 

o.o jo.o 

0.0 

Secondary Thl rest 

0.0 

o.o |o.o 

0.0 

i 

jSecondary Th2 rest 

0.0 

0.0 

0.7 

0.0 

jSecondary Trl rest 

0.0 

0.4 iO.0 

0.0 

Primary Thl act 

0.0 

0.0 

0.0 

0.0 

Primary Th2 act 

A A 

0.0 

0.3 

0.7 

u.u 

Primary Trl act 

A A 

0.0 

0.7 

0.0 

A A 

u.u 

Primary Thl rest 

0.0 

0.1 

0.0 

0.0 

Primary Th2 rest 

0.0 

0.4 

0.0 

0.0 

Primary Trl rest 

0.0 

0.0 

0.0 

0.0 

CD45RA CD4 lymphocyte 
act 

0.0 

5.4 

0.8 

0.0 

CD45RO CD4 lymphocyte 
act 

0.0 

1.5 

1.6 

0.0 

CD8 lymphocyte act 

0.0 

0.7 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

0.0 

8.8 

0.0 

0.0 

Secondary CD8 
lymphocyte act 

0.0 

0.4 

0.0 

0.0 

CD4 lymphocyte none 

0.0 

0.5 

0.0 

0.0 

2ryThlyTh2yTrl anti- 
CD95CHII 

0.0 

0.0 

0.0 

0.0 

LAK cells rest 

2.7 

11.8 

6.1 

0.0 
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LA K cells IL-2 

0.0 

0.0 

0.0 

0.0 

LAK cells IL-2+IL-I2 

0.0 

0.0 

0.0 

0.0 

LAK cells IL-2+1FN 
gamma 

0.0 

0.0 

0.0 

0.0 

LAKcellslL-2+IL-18 

0.0 

0.0 

0.0 

0.0 

LAK cells 
PMA/ionomycin 

15.7 

15.1 

6.1 

0.0 

NK Cells IL-2 rest 

0.0 

3.4 

0.0 

f\ A 

0.0 

Two Way MLR 3 day 

0.0 

2.2 

0.9 

0.0 

Two Way MLR 5 day 

0.0 

0.8 

0.0 

0.0 

Two Way MLR 7 day 

13.2 

1.1 

2.9 

A A 

0.0 

PBMC rest 

0.0 

0.0 

0.0 

0.0 

PBMC PWM 

0.0 

1.3 

0.0 

0.0 

PBMC PHA-L 

0.0 

0.6 

0.0 

0.0 

Ramos (B cell) none 

0.0 

0.0 

0.0 

0.0 

Ramos fB celh ionomvcin 

0.0 

0.7 

0.0 

0.0 

B lymphocytes PWM 

0.0 

0.0 

0.0 

0.0 

B lymphocytes CD40L 
andlL-4 

0.0 

0.9 

0.0 

0.0 

EOL-1 dbcAMP 

9.1 

29.1 

0.0 

0.0 

EOL-1 dbcAMP 
PMA/ionomycin 

0.0 

0.0 

1.0 

0.0 

Dendritic cells none j 

i *i o 

1 _>.8 

4.1 

A *7 

0.7 

A A 

0.0 

Dendritic cells Lr5> \ 

0.0 

1 A 

1.0 

A A 
0.0 

A A 

u.u 

Dendritic cells anti-CD40 j 

3.3 

A C 

0.5 

1 £. 
1 .0 

A A 

u.u 

Monocytes rest | 

0.0 

A A 
0.4 

a a 

n n 

Monocytes LPS j 

— . , . .„ „ - _ , „ 

0.0 

5.7 

A A 

A A 

Macrophages rest j 

0.0 

0 A 

0 0 
v.v 

00 

v/.v 

Macrophages LPS j 

0.0 

5.4 

0.8 

0.0 

HUVEC none jo.O 

0.0 

0.0 

0.0 

HUVEC starved | 

0.0 

O.O 

0.0 

0.0 

HUVEC I L- 1 beta | 

0.0 

0.0 

0.0 

0.0 

HUVEC IFN gamma J 

0.0 

0.0 

0.0 

0.0 
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HUVEC TNF alpha + IFN 
gamma 

0.0 

i 

i 

0.0 j0.6 

A A 

0.0 

HUVEC TNF alpha + IL4 

0.0 

o.o jo.o 

0.0 

HUVEC IL- II 

0.0 

0.4 

0.0 

0.0 

Lung Microvascular EC 
none 

0.0 

0.4 

A ft 

0.0 

0.0 

Lung Microvascular EC 
TNFalpha* IL-lbeta 

0.0 

; 

0.0 

A A 

0.0 

0.0 

Microvascular Dermal EC 
none 

0.0 

0.0 

0.0 

0.0 

Microsvasular Dermal EC 
TNFalpha + IL-1 beta 

0.0 

0.0 

0.0 

0.0 

Bronchia! epithelium 
TNFalpha + IL1 beta 

0.0 

0.0 j 

0.0 

... . . 

0.0 

Small airway epithelium 
none 

0.0 

0.0 

- : 

0.0 



0.0 

Small airway epithelium 
TNFalpha + IL-lbeta 

0.0 

0.0 

0.0 

0.0 

Coronery artery SMC rest 

0.0 

0 0 

0.5 

0.3 

Coronery artery SMC 
TNFalpha + IL-lbeta 

6.2 

0.3 

0.0 

0.0 

Astrocytes rest 

100.0 

100 0 

100.0 

54.3 

Astrocytes TNFalpha + 
IL-lbeta 

74.2 

97.3 

97.9 

100.0 

KU-812 (Basophil) rest 

0.0 

0.0 

0.0 

0.0 

KU-8 12 (Basophil) 
PMA/ionomycin 

0.0 

0.0 

0.0 

A A 
U.U 

CCD1 106 (Keratinocytes) 
none 

0.0 

0.0 

0.0 

0.0 

CCD 1 106 (Keratinocytes) 
TNFalpha + IL-lbeta 

0.0 

0.0 

0.0 

0.0 

Liver cirrhosis 

4.6 

2.6 

5.1 

0.6 

NCI-H292 none 

0.0 

1.7 

0.0 

0.0 

NCI-H292 IL-4 

0.0 

0.0 

0.0 

0.0 

NC1-H292 IL-9 

0.0 

0.7 

0.0 

0.0 

NCI-H292 IL-1 3 

0.0 

0.9 

0.0 

0.0 


709 


WO 03/023008 


PCT/US02/28596 


NC1-H292 IFN gamma 

0.0 

0.5 

0.0 

0.0 

: HPAEC none 

0.0 

0.0 

0.0 

0.0 

!hPAEC TNF alpha + IL-I 

sbeta 

0.0 

0.0 

0.0 

0.0 

■Lung fibroblast none 

31.4 

95.9 

62.9 

26.2 

,Lung fibroblast TNF alpha 
l+IL-lbeta 

22.2 

48.6 

25.2 

28.3 

f- ■ — — 

i 

;Lung fibroblast IL-4 

19.1 

27.4 

23.3 

16.0 

^Liin^ fibroblast IL-9 

23.5 

24.0 

20.4 

9.3 

[Lung fibroblast 1L- 13 

4.5 

11.9 

15.0 

4.3 

i " " " ' 1 r ' 

[Lung fibroblast IFN 
igamma 

15.7 

55.9 

29.9 

25.2 

[Dermal fibroblast 
SCCD1070 rest 

0.0 

6.0 

5.6 

0.0 

^Dermal fibroblast 
!CCD 1070 TNF alpha 

0.0 

2.7 

0.8 

1.1 

i 

[Dermal fibroblast 
|CCD1070 IL-1 beta 

0.0 

5.6 

0.7 

1.6 

iDermal fibroblast IFN 
[gamma 

8.5 

30.6 

20.0 

4.9 

Dermal fibroblast IL-4 

4.1 

30.8 

22.7 

13.5 

Dermal Fibroblasts rest 

8.0 

54.3 

20.7 

15.8 

Neutrophils TNFa+LPS 

0.0 

0.9 

1.2 

0.0 

Neutrophils rest 

0.0 

0.0 

0.0 

0.0 

Colon 

4.0 

4.6 

7.9 

4.8 

Lung 

0.0 

2.8 

1.6 

0.0 

Thymus 

0.0 

0.0 

2.0 

0.0 

Kidney 

4.9 

7.8 

10.2 

0.6 


CNS_neurodegeneration_vl.O Summary: Ag6428/Ag6435/Ag6447 Three 
experiments with different probe and primer sets are in excellent agreement. This panel 
confirms the expression of this gene at low levels in the brains of an independent group of 
individuals. However, no differential expression of this gene was detected between 


5 Alzheimer's diseased postmortem brains and those of non-demented controls in this 
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experiinent. See Panel I A for a discussion of this gene in treatment of central nervous 
system disorders. 

Ag6432, Ag6425 Expression of this gene is low/undetectable (CTs > 35) across all 
of the samples on this panel (data not shown). 

5 General_screening_panel_vl.6 Summary: Ag6425// Ag6428/Ag6435 Four 

experiments with seven different probe and primer sets are in very good agreement. Highest 
expression of this gene is detected in kidney, a ovarian cancer IGROV-I cell line and brain 
cancer SNB-19 cell lines (CTs=25-30). In addition, consistent with expression seen in panel 
1 .4, moderate to low levels of expression of this gene is also seen in all the regions of 
1 0 central nervous system, tissues with metabolic/endocrine functions, and number of cancer 
cell lines. See panel 1.4 for further discussion of this gene. 

Ag6432/Ag6447 Expression of this gene is low/undetectable (CTs > 34.9) across all 
of the samples on this panel (data not shown). 

Panel 4.1 D Summary: Ag6425/ Ag6428/Ag6435/Ag6447 Four experiments with 
1 5 different probe and primer sets are in excellent agreement. Highest expression of this gene 
is detected in both resting and cytokine activated astrocytes (CTs=3 1-34.5). Therefore, 
therapeutic modulation of this gene or the design of therapeutics with the encoded protein 
could be important in the treatment of multiple sclerosis or other inflammatory diseases of 
the CNS. 

20 In addition, moderate to low levels of expression of this gene is also seen in resting 

and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 
functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 

25 inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Ag6432 Expression of this gene is low/undetectable (CTs > 35) across all of the 
samples on this panel (data not shown). 

AW. CG56054-16: Integrin alpha 7-like protein. 
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Expression of gene CG56054-I6 was assessed using the primer-probe sets Ag6427, 
Ag6434, Ag6435 and Ag6447, described in Tables AWA, AWB, AWC and AWD. Results 
of the RTQ-PCR runs are shown in Tables AWE, AWF and AWG. 


Table AWA . Probe Name Ag6427 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' -cttcatctaccatgggagca- 
3 » 

20 

1301 

678 

Probe 

TET- 5 ' - 

ccttcacaggtgctggagggc- 
3 ' -TAMRA 

21 

1341 

679 

Reverse 

5 ' -ccctggatgcccatc-3 1 

15 

1391 

680 


5 Table AWB . Probe Name Ag6434 


Primers 

Sequences 

Length 

Start j 
Position 

SEQ ID No 

Forward 

5 1 -cctttgatggtgatgggaa-3 ' 

19 

1279 

681 

Probe 

TET- 5 ' - 

cttcatctaccatgggagcagcctg- 
3 ' -TAMRA 

25 

1301 

682 

Reverse 

5 ' -gctcgggatgcccac-3 • 

15 j 

1368 

683 


Table AWC . Probe Name Ag6435 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • -ggccagggtggagct-3 1 

15 

731 

684 

Probe 

TET- 5' - 

acctggcacacctggacgacg- 
3 ' -TAMRA 

21 

766 

685 

Reverse 

5' -cagggaccgggatga-3 ' 

15 

829 

686 


Table AWD . Probe Name Ag6447 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -gacgacggtccctacga-3 ' 

17 

780 

687 

Probe 

TET- 5 1 - 

tcatcccggtccctgccaa-3 ' - 
TAMRA 

19 

829 

688 

Reverse 

5'- 

gtcaatagagaagccaaagtagct- 
3' 

24 

849 

689 
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Table AWE . CNS_neurodegeneration_vl.0 


1 

1 

i 

Tissue Name 

ReL 

Ag6434, 
Run 

269253996 

Rel. 

Exp.(%) 
Ag6435, 
Run 

269253997 

Rel. 

Exp.(%) 
Ag6447, 
Run 

1269254007 

Tissue Name 

Rel. 

Exp.(%) 
Ag6434, 
Run 

6 

ReL 

Exp.(%) 
Ag6435, 
Run 

1 

Rel. 

Exp.(%) 
Ag6447, 
Run 

AD 1 Hippo 

17.3 

17.1 

18.8 

Control 

Temporal 
Ctx 

9.2 

3.5 

6.3 

AD 2 Hippo 

33.0 

27.9 

10.4 

Control 
(Path) 4 
Temporal 
Ctx 

13.8 

14.8 

7.0 

AD 3 Hippo 

3.4 

4.8 

0.0 

AD 1 

Occipital Ctx 

8.4 

15.0 

0.0 

AD 4 Hippo 

9.0 

18.3 

4.6 

AD 2 

Occipital Ctx 
(Missing) 

0.0 

0.0 

0.0 

AD 5 hippo 

66.4 

46.7 

11.0 

: 

AD 3 

Occipital Ctx 

3.8 

8.0 

0.0 

AD 6 Hippo | 

100.0 

100.0 

100.0 

AD 4 

Occipital Ctx 

1.4 

6.8 

3.5 

Control 2 
Hippo 

23.3 

8.5 

3.1 

AD 5 

Occipital Ctx 

21.3 

12.7 

3.8 

Control 4 
Hippo 

26.6 

29.9 

43.8 

AD 6 

Occipital Ctx 

15.5 

5.9 

8.5 

Control 
(Path) 3 
Hippo 

7.0 

5.2 

5.3 

Control 1 
Occipital Ctx 

5.5 

4.1 

1.3 

AD 1 

Temporal 

Ctx 

13.7 

12.8 

9.0 

Control 2 
Occipital Ctx 

33.7 

20.3 

13.7 

AD 2 

Temporal 

Ctx 

35.8 

45.1 

21.0 

Control 3 
Occipital Ctx 

3.0 

7.5 

5.0 

AD 3 

Temporal 

Ctx 

7.2 

U 

3.9 j 

Control 4 
Occipital Ctx 

8.1 

3.3 

1.3 
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1 

AD 4 

Temporal 

Ctx 

6.7 

6.8 

7.7 

Control 
(Path) 1 
Occipital Ctx 

39.0 

25.9 

12.1 

AD 5 Inf 
Temporal 
Ctx 

21.9 

1.6 

23.7 

Control 
(Path) 2 
Occipital Ctx 

4.2 

7.4 

13.2 

AD 5 

SupTemporal 
Ctx 

31.6 

33.2 

11.4 

Control 
(Path) 3 
Occipital Ctx 

3.2 

■ 

2.3 

9.4 

AD 6 Inf 
Temporal 
Ctx 

52.9 

52.1 

88.9 

Control 
(Path) 4 
Occipital Ctx 

9.3 

21.0 

20.4 

AD 6 Sup 
Temporal 
Ctx 

71.2 

37.6 

61.1 

Control 1 
Parietal Ctx 

10.1 

12.5 

5.0 

Control 1 
Temporal 
Ctx 

10.3 

6.7 

2.8 

Control 2 
Parietal Ctx 

43.5 

41.2 

25.5 

Control 2 
Temporal 
Ctx 

16.2 

7.3 

16.0 

Control 3 
Parietal Ctx 

15.9 

13.2 

16.7 

' — " 

Control 3 
Temporal 
Ctx 

8.5 

4.4 

3.1 

Control 
(Path) I 
Parietal Ctx 

24.8 

22.5 

4.2 

Control 4 
Temporal 
Ctx 

13.6 

11.7 

13.6 

Control 
(Path) 2 
Parietal Ctx 

22.1 

26.8 

14.4 

Control 
(Path) 1 
Temporal 
Ctx 

29.9 

24.8 

13.8 

Control 
(Path) 3 
Parietal Ctx 

9.3 

7.5 

5.9 

Control 
(Path) 2 
Temporal 
Ctx 

13.2 

9.8 

2.6 

Control 
(Path) 4 
Parietal Ctx 

34.6 

2Q.6 

9.4 


Table AWF . General_screening^panel_v1.6 


Tissue Name 

Rel. 

Exp.(%) 
Ag6434, 
Run 

277222451 

Rel. Exp.(%) 
Ag6435, Run 
277223167 

Tissue Name 

Rel. Exp.(%) 
Ag6434, Run 
277222451 

Rel. 

Exp.(%) 
Ag6435, 
Run 

277223167 

Adipose 

9.5 

13.2 

Renal ca.TK-10 

3.0 

0.7 
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i 

jMelanoma* 
|Hs688(A).T 

0.9 

0.9 

1 

; 

Bladder 

3.4 

6.6 

| — — 

"Melanoma* 

jHs688(B)T 

3.7 

1.9 

— *■ — 

Gastric ca. (liver 
met.) NCI-N87 

1.1 

0.0 

i 

[Melanoma* MI4 
i — ... 

0.7 

0.0 

Gastric ca. KATO 
111 

0.0 

0.3 

i 

{Melanoma* 
jLOXIMVI 

0.0 

0.0 

Colon ca. S W-948 

0.0 

0.0 

jMelanoma* SK- 
|MEL-5 

1 A 1 

14.7 

A A 

4.4 

colon ca. 0W40U 

Z5.J 

A A 

4.4 

Squamous cell 
carcinoma SCC-4 

Vu| V 1 1 1 w 1 1 1(1 J Vv/ » 

0.0 

0.0 

Colon ca.* (SW480 
met") S W620 

11.7 

1.7 

Testis Pool 

5.7 

10.0 

Colon ca. HT29 

0.0 

0.0 

Prostate ca.* (bone 
met) PC-3 

1.5 

1.8 

Colon ca. HCT-116 

5.0 

0.5 

jProstate Pool 

4.2 

10.0 

Colon ca. CaCo-2 

14.9 

7.6 

jPlacenta 

0.5 

0.3 

Colon cancer tissue 

9.2 

5.6 

jliterus Pool 

2.5 

16.2 

Colon ca.SWH16 

2.2 

1.1 

jOvanan ca. 
jOVCAR-3 

0.8 

0.4 . 

Colon ca. Colo-205 

0.0 

0.0 

Ovarian ca. SK-OV- 
3 

0.8 

0.9 

Colon ca. SW-48 

1.4 

0.0 

Ovarian ca. 
OVCAR-4 

0.5 

0.0 

Colon Pool 

14.2 

44.8 

Ovarian ca. 
OVCAR-5 

7 O 

U.J 

Small Intestine 
Pool 

1 A 

/.4 

ZO.o 

Ovarian ca. 1GROV- 
1 

11 1 

11 ft 
z /.u 

Momacn rooi 

O 7 

y.z 

,-,...^, r ^..— „. .„ ..— J 

74 ft 

Ovarian ca. 
OVCAR-8 

7ft 7 

7 £ 
/.0 

Dune jvidrrow rooi 



Ovary 

4.0 

4.5 

Fetal Heart 

11.3 

31.6 

Breast ca. MCF-7 

0.5 

0.0 

Heart Pool 

15.2 

23.5 

Breast ca. MDA- 
MB-231 

0.5 

0.0 

Lymph Node Pool 

14.1 

64.6 

Breast ca. BT 549 

0.5 

0.0 

Fetal Skeletal 
Muscle 

33.0 

46.7 

Breast ca. T47D 

0.0 

0.0 

Skeletal Muscle 
Pool 

21.2 

24.7 
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Breast ca. MDA-N 

0.0 jo.7 

Spleen Pool 

1.2 

2.4 

Breast Pool |9.6 

42.9 

Thymus Pool 

6.1 

18.4 

Trachea 

5.3 

8.3 

CNS cancer 
(glio/astro) U87- 
MG 

10.4 

5.8 

Lung 

1.3 

3.9 

CNS cancer 
(glio/astro) U-118- 
MG 

3.4 

1.5 

Fetal Lung 

5.0 

8.0 

CNS cancer 
(neuro;met) SK-N- 
AS 

1.8 

0.7 

f .inn ^oi Xli^l \l/t 1*7 

Lling Ca. INCI-N4 I / 

1 A. 

KJ.Z 

CNS cancer (astro) 
SF-539 

0.0 

0.2 

Lung ca. LX-I 

4.3 

0.9 

CNS cancer (astro) 
SNB-75 

12.0 

3.1 

Lung ca. iNLJ-n 1 ho 

U.U 

0.0 

CNS cancer (glio) 
SNB-19 

« A A A 

100.0 

1 7 c 

1 z.o 

I linn /»o CUD 7*7 

Lung ca. onr- / / 


0.2 

CNS cancer (glio) 
SF-295 

7.7 

0.0 

Lung ca. A549 

U. / 

0.0 

Brain (Amygdala) 
Pool 

5.5 

7.9 

Lungca. NC1-H526 

0.0 

0.0 

Brain (cerebellum) 

11.0 

1.8 

Lungca. NCI-H23 

3.1 

0.6 

Brain (fetal) 

6.9 

8.4 

Lungca. NCI-H460 

0.0 

0.0 

Brain 

(Hippocampus) 
Pool 

8.5 

9.9 

Lungca. HOP-62 

0.0 

0.0 

Cerebral Cortex 
Pool 

O.O 


Lung ca. NC1-HD22 

1 A 

1.4 

0.0 

Brain (Substantia 
nigra) Pool 

5.2 

4.2 

Liver 

0.0 

0.0 

Brain (Thalamus) 
Pool 

6.8 

9.1 

Fetal Liver 

0.5 

0.3 

Brain (whole) 

6.8 

3.3 

Liver ca. HepG2 

0.5 

0.0 

Spinal Cord Pool 

6.4 

13.1 

Kidney Pool 

22.8 

100.0 

Adrenal Gland 

8.4 

7.4 

Fetal Kidney 

2.4 

12.1 

Pituitary gland 
Pool 

0.6 

1.8 

Renal ca. 786-0 

0.0 

0.0 

Salivary Gland 

1.6 

2.3 
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( ! 

jRenal ca. A498 jO.O 

0.0 

Thyroid (female) 

2.6 

3.3 

iRenal ca. ACHN jo.7 
i i 

o.o : 

Pancreatic ca. 
CAPAN2 

0.9 

0.5 

jRenal ca. UO-3 1 jo.O 

o.o ; 

Pancreas Pool 

0.8 

3.5 


Table AWG. Panel 4. ID 


Tissue Name 

Re). 

Exp.(%) 
Ag6434, 
Run 

26 

Rel. 

Exp.(%) 
Ag6435, 
Run 

80 

Rel. 

E\p.(%) 
Ag6447, | 
Run 

1iCQ7^t ft ! 

06 

Tissue Name 

Rel. 

Exp.(%) 
Ag6434, 
Run 

76871^7 ! 
ZOO / I J J* ; 

6 ! 

Rel. 

Exp.(%) 
Ag6435, 
Run 

96871 148 
0 

Rel. 

Exp.(%) 
Ag6447, 
Run 

6 

Secondary Thl 
act 

0.0 

0.0 

0.0 

HUVEC IL-lbeta 

0.0 

0.0 

0.0 

Secondary Th2 
act 

0.0 

0.0 

0.0 

HUVEC IFN 
gamma 

0.0 

0.0 

0.0 

Secondary Trl 
act 

0.0 

0.0 

0.0 

HUVEC TNF 
alpha + IFN 
gamma 

0.0 

0.6 

0.0 

Secondary Thl 
rest 

0.0 

0.0 

0.0 

HUVEC TNF 
alpha + IL4 

0.0 

0.0 

0.0 

Secondary Th2 
rest 

0.0 

0.7 

0.0 

HUVEC 1L- 11 

0.0 

0.0 

0.0 

Secondary Trl 
rest 

0.0 

0.0 

0.0 

Lung 

Microvascular 
EC none 

0.0 

0.0 

0.0 

Primary Thl act 

0.0 

0.0 

0.0 

Lung 

Microvascular 
EC TNFalpha + 
IL-lbeta 

0.0 

0.0 

0.0 

Primary Th2 act 

0.0 

0.7 

0.0 

Microvascular 
Dermal EC none 

0.0 

0.0 

0.0 

Primary Trl act 

0.0 

0.0 

0.0 

Microsvasular 
Dermal EC 
TNFalpha -HL- 
Ibeta 

0.0 

0.0 

0.0 

Primary Thl rest; 

0.0 

0.0 

0.0 

Bronchial 
epithelium 
TNFalpha + 
ILIbeta 

0.0 

0.0 

0.0 

Primary Th2 rest- 

0.0 

0.0 

0.0 

Small airway 
epithelium none 

0.0 

0.0 

0.0 
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Primary Trl rest 

0.0 

0.0 

0.0 

Small airway 
epithelium 
TNFalpha + IL- 
Ibeta 

, ? 

0.0 

0.0 

0.0 

CD45RA CD4 
lymphocyte act 

0.0 

0.8 

0.0 

Coronery artery 
SMC rest 

0.0 

0.5 

0.3 

CD45ROCD4 
lympnocyie aci 

3.9 

1.6 

0.0 

Coronery artery 
SMC TNFalpha 
+ IL-lbeta 

0.0 

0.0 

0.0 

CD8 

lymphocyte act 

0.0 

" " 

0.0 

0.0 

Astrocytes rest 

100.0 

100.0 

54.3 

Secondary CD8 
lymphocyte rest 

0.0 

0.0 

0.0 

Astrocytes 
TNFalpha + IL- 
lbeta 

97.3 

97.9 

100.0 

Secondary CDS 
lymphocyte act 

0.0 

0.0 

0.0 

KU-812 
(Basophil) rest 

0.0 

1 

0.0 

0.0 

CD4 

lymphocyte 
none 

0.0 

0.0 

0.0 

KU-812 

(Basophil) 

PMA/ionomycin 

: 

0.0 

■ 

A A 
U.U 

A A 

U.U 

2ry 

Thl/Th2/Trl an 
ti-CD95CHIl 

0.0 

0.0 

0.0 

CCD1106 

(Keratinocytes) 

none 

0.0 

0.0 

0.0 

LAK cells rest : 

7 -9 

6.1 

0.0 

CCD1106 
(Keratinocytes) 
TNFalpha + 1L- 
Ibeta 

0.0 

0.0 

0.0 

LAK cells 1L-2 

0.0 

0.0 

0.0 

Liver cirrhosis 

3.4 


0.6 

LAK cells IL- 
2+IL-12 

0.0 

0.0 

0.0 

NCI-H292 none 

0.0 

0.0 

0.0 

LAK cells IL- 
2+1FN gamma 

0.0 

0.0 

0.0 

NCI-H292 IL-4 

0.0 

0.0 

0.0 

LAK cells IL-2+ 
IL-18 

0.0 

0.0 

0.0 

NC1-H292 IL-9 

0.0 

0.0 



0.0 

LAK cells 
PMA/ionomycin; 

7.0 

6.1 

0.0 

NCI-H292 IL-13 

0.0 

0.0 



0.0 

NK Cells IL-2 
rest 

0.0 

0.0 

0.0 

NCI-H292 1FN 
gamma 

0.0 

0.0 

0.0 

Two Way MLR 
3 day 

0.0 

0.9 

0.0 

HPAEC none 

0.0 

0.0 

0.0 

Two Way MLR 
5 day 

0.0 

0.0 

0.0 

HPAEC TNF 
alpha + 1L-1 beta 

0.0 

0.0 

0.0 


718 


WO 03/023008 


PCTAJS02/28596 


Two Way MLR 
7 day 

0.0 

2.9 

0.0 

Lung fibroblast 
none 

72.7 

62.9 

26.2 

PBMC rest 

0.0 

0.0 

0.0 

Lung fibroblast 
TNFalpha + IL-l 
beta 

36.6 

25.2 

28.3 

PBMC PWM 

0.0 

0.0 

0.0 

Lung fibroblast 
IL-4 

62.4 

23.3 

16.0 

PBMC PHA-L 

0.0 

0.0 

0.0 

Lung fibroblast 
1L-9 

52.5 

20.4 

9.3 

Ramos (B cell) 
none 

o n 

o n 

0 0 

Lung fibroblast 
IL-13 

14.6 

15.0 

4.3 

Ramos (B cell) 
ionomycin 

0.0 

0.0 

0.0 

Lung fibroblast 
I FN gamma 

41.5 

29.9 

25.2 

B lymphocytes 
PWM 

0.0 

0.0 

0.0 

Dermal fibroblast 
CCD 1070 rest 

5.1 

5.6 

0.0 

B lymphocytes 

PDAfil anrl II 4 

0.0 

0.0 

0.0 

Dermal fibroblast 
CCD 1070 TNF 
alpha 

7.2 j 

0.8 

1.1 

EOL-1 dbcAMP 

4.4 

0.0 

0.0 

Dermal fibroblast 
CCD1070 1L-1 
beta 

0.0 

0.7 

1.6 

EOL-1 dbcAMP 
PMA/ionomycin 

0.0 

1.0 

— . i a 

0.0 

Dermal fibroblast 
1FN gamma 

24.5 

20.0 

4.9 

Dendritic cells 
none 

4.5 

0.7 

o.o ; 

Dermal fibroblast 
IL-4 

28.7 

22.7 

1 J.D 

Dendritic cells 
LPS 

0.0 

0.0 

0.0 

Dermal 

Fibroblasts rest 

AAA 

44.4 

OA. *7 

20.7 


Dendritic cells 
anti-CD40 

0.0 

1.6 

0.0 

Neutrophils 
TNFa+LPS 

U.U 

1 0 

U.U 

Monocytes rest 

0.0 

0.0 

0.0 

Neutrophils rest 

0.0 

0.0 

0.0 

Monocytes LPS 

5.9 

0.0 

0.4 

Colon 

4.1 

7.9 

4.8 

Macrophages 
rest 

0.0 

0.0 

0.0 

Lung 

0.0 

1.6 

0.0 

Macrophages 
LPS 

9.1 

0.8 

0.0 

Thymus 

0.0 

2.0 

0.0 

HUVEC none 

0.0 

0.0 

0.0 

Kidney 

8.1 

10.2 j0.6 

HUVEC starved 

0.0 

0.0 

0.0 




CNS_neurodegeneration_vl.O Summary: Ag6434/Ag6435/Ag6447 Three 
experiments with different probe and primer sets are in good agreements. This panel 
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confirms the expression of this gene at low levels in the brains of an independent group of 
individuals. However, no differential expression of this gene was detected between 
Alzheimer's diseased postmortem brains and those of non-demented controls in this 
experiment. See Panel 1.4 for a discussion of this gene in treatment of central nervous 
5 system disorders. 

Ag6427 Expression of this gene is low/undetectable (CTs > 35) across all of the 
samples on this panel (data not shown). 

General_screening_panel_vl.6 Summary: Ag6434 Highest expression of this 
gene is detected in a brain cancer SNB-I9 cell lines (CT=3 1 .9). In addition, moderate to low 
10 levels of expression of this gene is also seen in some of the colon, ovarian and brain cancer 
cell lines. Thus, expression of this gene may be used as a marker to detect the presence of 
colon, ovarian and brain cancers. Furthermore, therapeutic modulation of this gene may be 
useful in the treatment of these cancers. 

Ag6435 Highest expression of this gene is detected in kidney (CT=30.6). Moderate 
15 levels of expression of this gene is seen in normal tissues represented by breast, testis, 
prostate, uterus, gastrointestinal tract, and tissues with metabolic/endocrine functions 
including adipose, heart, skeletal muscle, and adernal gland. Therefore, therapeutic 
modulation of this gene or its protein product may be useful in the treatment of diseases 
associated with these tissues, including obesity, diabetes and inflammatory bowel disease. 
20 In addition, moderate to low levels of expression of this gene is also seen in some regions of 
central nervous system, and some brain, colon and ovarian cancer cell lines. 

Ag6427/Ag6447 Expression of this gene is low/undetectable (CTs > 34.9) across all 
of the samples on this panel (data not shown). 

Panel 4.1D Summary: Ag6434/Ag6435/Ag6447 Three experiments with different 
25 probe and primer sets are in excellent agreement. Highest expression of this gene is detected 
in both resting and cytokine activated astrocytes (CTs=3 1-34.8). Therefore, therapeutic 
modulation of this gene or the design of therapeutics with the encoded protein could be 
important in the treatment of multiple sclerosis or other inflammatory diseases of the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
30 and cytokine treated lung and dermal fibroblasts. Therefore, modulation of the gene product 
with a functional therapeutic may lead to the alteration of functions associated with these 
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cell types and lead to improvement of the symptoms of patients suffering from autoimmune 
and inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Ag6427 Expression of this gene is low/undetectable (CTs > 35) across all of the 
5 samples on this panel (data not shown). 

AX. CG56054-17: Integrin alpha 7-like protein. 

Expression of gene CG56054-I7 was assessed using the primer-probe sets Ag6425, 
Ag6426, Ag6435, Ag6439, Ag6440 and Ag6447, described in Tables AXA, AXB, AXC, 
AXD, AXE and AXF. Results of the RTQ-PCR runs are shown in Tables AXG, AXH and 
10 AXI. 


Table AXA . Probe Name Ag6425 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 1 -cggatgcacaccccat-3 ' 

16 

1499 

690 

Probe 

TET-5 ' - 

catcccgagctgggcccc-3 ■ - 
TAMRA 

18 

1531 

691 

Reverse 

5* -gccctggatgcccat-3 ' 

i 

1550 

692 


Table AXB . Probe Name Ag6426 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -gtcactgggctgggatct- 
3' 

18 

1156 

693 

Probe 

TET-5' - 

ctctccggctctgcggctc-3 ' - 
TAMRA 

19 

1177 

694 

Reverse 

5' -actccttctgccaccaca- 
3 ■ 

18 

1254 

695 


Table AXC . Probe Name Ag6435 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ■ -ggccagggtggagct-3 ' 

15 

731 

696 

Probe 

TET-5 T - 

acctggcacacctggacgacg- 
3 ' -TAMRA 

21 

766 

697 

Reverse 

5 * - cagggacegggatga - 3 ' 

15 

829 

698 
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Table AXD . Probe Name Ag6439 


1 

Primers jSequences 

Length 

Start Position 

SEQ ID No 

Forward j* ', -ctgtggtggcagaaggagt- 

19 

1253 

699 

r-' — i~ " J ,J - 1 — - ■ ■' 
i 

\ jTET-5 ' - 
Probe jccctggtgggtcatcctcctg- 
b ' -TAMRA 

21 

1273 

700 

! p is- 

■Reverse ' 

jgaagaatcccatcttccacag-3 ' 

21 

1339 

701 

Table AXE. Probe Name Ag6440 

iPrimers jsequenccs 

Length 

Start Position 

SEQ ID No 

i | 

^Forward j* ' - accatcct 9 a 99 aacaact 9' 

20 

1456 

702 

| ^]tET-5'- 

|Probe jctgacgggcatcccgagct-3 ' - j 
jTAMRA 

19 

1523 

703 

^Reverse Js • -ccctggatgcccatc-3 ■ 

15 

1549 

704 

Table AXF. Probe Name A&6447 

! 

Primers 

! 

Sequences 

Length 

Start 
Position 

SEQ ID No 

\ 

Forward 

5 * -gacgacggtccctacga-3 ' 

117 

780 

705 

Probe 

TET- 5 1 - 

tcatcccggtccctgccaa-3 ' - 
TAMRA 

19 ; 

829 

706 

Reverse 

5*- 

gtcaatagagaagccaaagtagct- 
3 ' 

24 

849 

707 

Table AXG.CNS neurodegeneration vl.O 

Tissue Name 

Rel. Exp.(%) 
Ag6425, Run 
266937076 

Rel. Exp.(%) 1 
Ag6435, Run j 
269253997 : 

*el.Exp.(%) ]1 
Vg6439,Run 
'69254002 \ 

Rel.Exp.(%) 1 
4g6440, Run i 
£69254003 I 

Re!. Exp.(%) 
\g6447, Run 
!69254007 

AD 1 Hippo 

24.1 

17.1 ; 

H.6 : 

18.9 

18.8 

AD 2 Hippo 

48.0 

27.9 : 

>8.9 ( 

51.1 

10.4 

AD 3 Hippo 

6.5 

4.8 ( 

>.l \ 

X7 1 

3.0 

AD 4 Hippo 

13.8 

18.3 1 

7.6 : 

23.3 i 

1.6 

AD 5 Hippo 

52.9 

46.7 i 

12.6 

34.6 

11.0 

AD 6 Hippo 

100.0 

100.0 ] 

100.0 

100.0 

LOO.O 
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j 

Control 2 Hippo 

10.6 

8.5 

32.5 

29.9 

3.1 

Control 4 Hippo 

51.8 

29.9 

37.9 

54.7 

43.8 

Control (Path) 3 
Hippo 

9.8 

5.2 


<; ft 

D.J 

AD 1 Temporal 
Ctx 

10.1 

12.8 

7/f < 

i 7 £ 
1 z.o 


AD 2 Temporal 
Ctx 

33.7 

45.1 

77 C 

27. J 


7 1 n 

Z 1 .u 

AD 3 Temporal 
Ctx 

0.0 

4.1 

y.U 

! 

1 7 1 


AD 4 Temporal 
Ctx 

12.8 

6.8 

JU.4 

7Q O 

7 7 

AD5Inf 
Temporal Ctx 

59.0 

1.6 

4 1 .o 

4 1 .5 

77 7 

AD 5 Sup 
Temporal Ctx 

21.9 

33.2 

1Q 7 

Jo. / 

1Q 7 


AD61nf 
Temporal Ctx 

73.7 

52.1 

/IT 

4/.0 

/1ft A 

00.7 

AD 6 Sup 
Temporal Ctx 

50.3 

j7.6 

jU.J 


O 1 . 1 

Control 1 
Temporal Ctx 

1 1.9 

6.7 

24.0 

77 1 

7 ft 
Z.o 

Control 2 
Temporal Ctx 

18.6 

7.3 

1 A C\ 

14.9 

4J. J 

1 o.u 

Control 3 
Temporal Ctx 

6.0 

4.4 

lo.D 

O 7 

y.z 

J. I 

Control 3 
Temporal Ctx 

25 J 

1 1./ 

71 ft 
2.5. 0 

JU. 1 

1 J.U 

Control (Path) 1 
Temporal Ctx 

lo.U 

7/t c 

jy.o 

^1 1 

13.8 

Control (Path) 2 
Temporal Ctx 

18.4 

9.8 

24.8 

7.2 

2.6 

Control (Path) 3 
Temporal Ctx 

5.6 

3.5 

11.9 

9.9 

6.3 

Control (Path) 4 
Temporal Ctx 

16.8 

14.8 

21.6 

14.9 

7.0 

AD 1 Occipital 
Ctx 

11.9 

15.0 

16.0 

5.8 

0.0 
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jAD 2 Occipital 
•Ctx (Missing) 

0.0 

A A 

0.0 

A ft 

ft ft 

0 ft 

AD 3 Occipital 
Ctx 

8.3 

8.0 

1 A T 

7 Q 

ft ft 

AD 4 Occipital 
Ctx 

5.8 

6.8 

1 ft / 
10.0 

Id A 

3. J 

AD 5 Occipital 
Ctx 

25.2 

12.7 

11 1 

22.1 

10.0 

1 ft 

AD 6 Occipital 
Ctx 

19.8 

5.9 

22.1 


o.O 

Control 1 
Occipital Ctx 

6.6 

4.1 

7.2 

1 C 1 

1 5.2 

i i 
1 .3 

Control 2 
Occipital Ctx 

15.7 

20.3 

29.3 

35. o 

n 7 

1 J. / 

Control 3 
Occipital Ctx 

5.7 

7.5 

too 

19.2 

4.4 

^ ft 

Control 4 
Occipital Ctx 

21.6 

3.3 

1 3.6 

1 7 a 
12. y 

1 1 

Control (Path) 1 
Occipital Ctx 

28.3 

25.9 

39.5 

22.4 

17 1 
12. 1 

Control (Path) 2 
Occipital Ctx 

49.7 

7.4 

7.0 

5.U 

117 
1 J. 2 

Control (Path) 3 
Occipital Ctx 

0.0 

2.3 

C A 

5.9 

o./ 

O A 

Control (Path) 4 
Occipital Ctx 

6.6 

21.0 

1 1 .4 

if o 

7ft A 
ZU.4 

Control 1 
Parietal Ctx 

o o 

8.8 

12.5 

1 C 7 
15./ 

11 7 
33.2 

^ ft 

Control 2 
Parietal Ctx 

1 A C 

14.5 

A 1 7 

41.2 

3 /. 1 

1 7 4 


Control 3 
Parietal Ctx 

1QQ 

i y.s 


10.8 

21.6 

16.7 

Control (Path) 1 
Parietal Ctx 

37.6 

22.5 

37.9 

47.3 

4.2 

Control (Path) 2 
Parietal Ctx 

16.6 

26.8 

18.7 

17.1 

14.4 

Control (Path) 3 
Parietal Ctx 

0.0 

7.5 

12.0 

11.7 

5.9 
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jControl (Path) 4 
jParielal Ctx 


18.2 


20.6 


27.9 


J29.3 

i 

J 


9.4 


Table AXH . General_screening_panel_vl .6 


Tissue Name 

Rel. Exp.(%) 
Ag6425, Run 
277221721 

Rel. Exp.(%) 
Ag6435, Run 
277223167 

Rel. Exp.(%) 
Ag6439, Run 
277223175 

Rel. Exp.(%) 
Ag6440, Run 
277223177 

Adipose 

2.6 

13.2 

17.3 

3.7 

Melanoma* 
Hs688(A).T 

0.0 

0.9 

0.4 

0.0 

Melanoma* 
Hs688(B).T 

0.2 

1.9 

2.9 

0.6 

Melanoma* MI4 

0.0 

0.0 

0.4 

0.0 

Melanoma* LOXIMVI 

0.0 

0.0 

0.0 

0.0 

Melanoma* SK-MEL-5 

2.2 

4.4 

18.3 

3.0 

Squamous cell 
carcinoma SCC-4 

0.0 

0.0 

0.0 

0.0 

1 estis rool 

J.D 

inn. 
iU.U 

0 1 

3 0 

rrosiaie ca. (pone 
met) PC-3 

0.5 

1.8 

1.3 

1.2 

Prostate Pool 

1.0 

10.0 

28.5 

2.1 

Placenta 

0.0 

0.3 

0.5 

0.0 

Uterus Pool 

1.5 

16.2 

5.3 

2.3 

Ovarian ca 

\_/vcu loll • \J v \^r\ i\ j 

0 3 

0.4 

1.6 

0.4 

Ovarian ra SK-OV-1 

0 2 

0.9 

1.3 

0.5 

Ovarian ca OVCAR-4 

0.0 

0.0 

0.9 

0.0 

Ovarian ca. OVCAR-5 

1.3 

0.3 

1.4 

4.2 

Ovarian ca. IGROV-1 

100.0 

27.0 

69.3 

100.0 

Ovarian ca. OVCAR-8 

21.9 

7.6 

17.3 

18.2 

Ovary 

0.3 

4.5 

2.8 

0.8 

Breast ca. MCF-7 

0.0 

0.0 

0.5 

0.3 

Breast ca. MDA-MB- 
231 

0.0 

0.0 

0.2 

0.0 

Breast ca. BT 549 

0.0 

0.0 

0.6 

0.0 

Breast ca. T47D 

0.0 

0.0 

0.4 

0.3 
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Breast ca. MDA-N 

0.0 

0.7 

0.6 

0.3 

Breast Pool 

4.1 

42.9 

12.2 

3.5 

Trachea 

0.7 

8.3 

4.7 

1.4 

Lung 

0.7 

3.9 

3.9 

5.3 

Fetal Lung 

0.3 

8.0 

5.3 

2.9 

Lungca. NC1-N417 

0.9 

0.2 | 

4.0 

2.0 

Lungca. LX-1 

2.7 

0.9 

4.9 

6.3 

Lungca. NCI-H146 

0.0 

0.0 

0.1 

0.0 

Lung ca. SHP-77 

0.4 

0.2 

4.5 

0.8 

Lung ca. A549 

2.6 

0.0 

0.6 

2.2 

Lungca. NCI-H526 

0.0 

0.0 

0.4 

0.3 

Lung ca. NCI-H23 

1.0 

0.6 

2.9 

2.3 

Lungca. NCI-H460 

0.0 

o.o 

0.0 

0.0 

Lung ca. HOP-62 

0.0 

0.0 

0.5 

0.0 

Lungca.NCI-H522 

0.6 

0.0 

3.3 

2.5 

Liver 

0.0 

0.0 

0.1 

0.4 

Fetal Liver 

0.3 

0.3 

0.8 

0.8 

Liver ca. HepG2 

0.3 

0.0 

0.1 

0.9 

Kidney Pool 

0.0 

100.0 

43.2 

14.6 

Fetal Kidney 

0.0 

12.1 

5.8 

3.4 

Renal ca. 786-0 

0.0 

0.0 

0.3 

0.0 

IxCftdt Ld. n'rVO 

1 K 

1 .0 

0 0 

V.V 

0.5 

3.8 

Renal ca ACHTsI 

0 5 

0.0 

1.2 

0.5 

IXC 1 la I La. UW^J 1 

0 0 

00 

v/.v 

0.6 

0.0 

Rena! ca. TK-10 

0.4 

0.7 

2.1 

0.5 

Bladder 

0.0 

6.6 

8.3 

0.9 

Gastric ca. (liver met.) 
NCI-N87 

0.0 

0.0 

1.1 

0.8 

Gastric ca. KATOII1 

0.5 

0.3 

0.4 

0.4 

Colon ca. SW-948 

1.5 

0.0 

0.3 

2.2 

Colon ca. SW480 

5.2 

4.4 

23.0 

6.3 
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Colon ca.* (SW480 
met) SW620 

4.8 

1.7 

6.1 

7.2 

Colon ca. HT29 

0.0 

0.0 

0.0 

0.3 

Colon ca. HCT-116 

0.2 

0.5 

2.1 

0.6 

Colon ca. CaCo-2 

3.6 

7.6 

18.3 

6.5 

Colon cancer tissue 

3.3 

5.6 

7.7 

4.4 

|Colon ca. SW1116 

3.0 

1.1 

1.8 

2.1 

bolon ca. Colo-205 

0.4 

0.0 

0.2 

1.3 

I 

iColon ca. SW-48 

3.6 

0.0 

1.4 

3.0 

Colon Pool 

5.0 

44.8 

25.5 

8.1 

Small Intestine Pool 

L7 

26.8 

12.8 

2.0 

Stomach Pool 

2.3 

24.0 

8.5 

4.2 

Bone Marrow Pool 

1.6 

25.9 

18.7 

3.5 

Fetal Heart 

2.3 

31.6 

33.7 

8.6 

Heart Pool 

7.0 

23.5 

33.7 

10.7 

1 vmnh MoHi* Pnnl 

6.1 

64.6 

19.9 

6.7 

Fetal Skeletal Muscle 

5.2 

46.7 

19.1 

19.2 

Skeletal Muscle Pool 

9.2 

24.7 

22.1 

22.7 

Spleen Pool 

0.0 

2.4 

2.7 

0.6 

Thymus Pool 

2.0 

18.4 

7.7 

3.1 

CNS cancer (glio/astro) 
U87-MG 

1.5 

5.8 

10.9 

2.2 

CNS cancer (glio/astro) 
U-118-MG 

0.3 

1.5 

3.8 

0.8 

CNS cancer 
(neuro;met) SK-N-AS 

0.0 

0.7 

1.4 

0.5 

CNo cancer (astro) 5>r- 
539 

0.0 

0.2 

0.1 

0.2 

CNS cancer (astro) 
SNB-75 

1.1 

3.1 

11.7 

2.8 

CNS cancer (glio) 
SNB-19 

79.0 

12.8 

100.0 

97.9 

CNS cancer (glio) SF- 
295 

0.0 

0.0 

8.2 

1.5 
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Brain (Amygdala) Pool 

0.8 

7.9 

8.0 

4.4 

Brain (cerebellum) 

0.4 

1.8 

8.8 

1.2 

Brain (fetal) 

0.7 

8.4 

6.8 

2.1 

Brain (Hippocampus) 

r>_ _ i 

rOOI 

3.2 

9.9 

1 1.0 

4.3 

Cerebral Cortex Pool 

0.6 

1 .5 

1 1 .D 

1 0 

Brain (Substantia nigra) 
Pool 

2.2 

4.2 

10.0 

2.0 

Brain (Thalamus) Pool 

2.7 

9.1 

9.7 

2.8 

Brain (whole) 

0.4 

3.3 

5.6 

1.9 

opinai coru rooi 

Z.J 


1 7 ? 

1 ii.Z. 

4.2 

Arlrpnal f"ilnnH 

/AUICIldl VJ \(H IU 

0 "5 

V/. J 

7.4 

4.8 

0.9 

Pituitary gland Pool 

0.0 

1.8 

1.4 

0.6 

Salivary Gland 

0.0 

2.3 

1.1 

0.0 

Thyroid (female) 

0-3 

3.3 

1.9 

1.3 

Pancreatic ca. 
CAPAN2 

0.0 

0.5 

0.7 

0.6 

Pancreas Pool 

0.0 

3.5 

3.2 

1.0 


Table AX1 . Panel 4. ID 


Tissue Name 

Rel. Exp.(%) 
Ag6425, Run 
268713999 

Rel. Exp.(%) 
Ag6435, Run 
268713480 

Rel. Exp.(%) 
Ag6439, Run 
268760823 

Rel. Exp.(%) 
Ag6447, Run 
268761806 

Secondary Thl act 

0.0 

0.0 

0.0 

0.0 

Secondary Th2 act 

0.0 

0.0 

0.0 

0.0 

Secondary Trl act 

0.0 

0.0 

0.0 

0.0 

Secondary Thl rest 

0.0 

0.0 

0.0 

0.0 

Secondary Th2 rest 

0.0 

0.7 

0.0 

0.0 

Secondary Trl rest 

0.0 

0.0 

0.0 

0.0 

Primary Thl act 

0.0 

0.0 

0.0 

0.0 

Primary Th2 act 

0.0 

0.7 

0.0 

0.0 

Primary Trl act 

0.0 

0.0 

0.0 

0.0 

Primary Thl rest 

0.0 

0.0 

1.2 

0.0 

Primary Th2 rest 

0.0 

0.0 

0.0 

0.0 
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{Primary TrI rest 

0.0 

0.0 

0.0 

0.0 

CD45RA CD4 lymphocyte 
act 

0.0 

0.8 

2.6 

0.0 

CD45RO CD4 lymphocyte 
act 

0.0 

1.6 

2.3 

0.0 

CD8 lymphocyte act 

0.0 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

0.0 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte act 

0.0 

0.0 

0.0 

0.0 

CD4 lymphocyte none 

0.0 

— — ■■ - — i 

0.0 

0.0 

0.0 

2ry ThlATh2/Tr1_anti- 
CM 1 i 

0.0 

0.0 

1.2 

0.0 

LAK cells rest 

2.7 

6.1 I 

15.2 

0.0 

LAK cells 1L-2 

0.0 

0.0 

0.0 

0.0 

LAK celts IL-2+IL- 12 

0.0 

°:° 

0.0 

0.0 

LAK cells 1L-2+IFN 
gamma 

0.0 

0.0 

0.0 

0.0 

1 A 1/" «nllp IT Oj. 11 1Q 

LAK ceils IL-Z+ JL-lo 

U.U 

U.U 

n o 

00 

V.V/ 

LAK cells 
PMA/ionomycin 

15.7 

6.1 

9.0 

0.0 

NK Cells IL-2 rest 

0.0 

0.0 

1.4 

0.0 

Two Way MLR 3 day 

0.0 

0.9 

1.4 

0.0 

Two Way MLR 5 day 

0.0 

0.0 

0.0 

0.0 

Two Way MLR 7 day 

13.2 

2.9 

3.7 

0.0 

PBMC rest 

0.0 

0.0 

0.0 

0.0 

PR MP PWM 
r DlVi^ r W1VJ 



0 0 

WM 

0.0 

PBMC PHA-L 

0.0 

0.0 

0.0 

0.0 

Ramos (B cell) none 

0.0 

0.0 

0.0 

0.0 

Ramos (B cell) ionomycin 

0.0 

0.0 

0.0 

0.0 

B lymphocytes PWM 

0.0 

0.0 

0.0 

0.0 

B lymphocytes CD40L 
and IL-4 

0.0 

0.0 

b.o 

0.0 

EOL-1 dbcAMP 

9.1 

0.0 

68.8 

0.0 
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EOL-I dbcAMP 
PMA/ionomycin 

0.0 

i 

1.0 jl.8 

0.0 

Dendritic cells none 

13.8 

0.7 

0.0 

0.0 

Dendritic cells LPS 

0.0 

0.0 

0.0 

0.0 

Dendritic cells anti-CD40 

3.3 

1.6 

0.0 

0.0 

^Monocytes rest 

0.0 

0.0 

0.0 

0.0 

'Monocytes LPS 

0.0 

0.0 

2.6 

0.4 

; Macrophages rest 

0.0 

0.0 

0.0 

0.0 

;lvlaVrl KJUl Idgtj Liu 

0 0 

0.8 

9.2 

0.0 

IHI IVFC nnnp 

! II w V L>v_/ IIUIlC 

ft ft 

0.0 

0.0 

0.0 

t 

jrivj v LsA^ Mai vcu 

0 0 

U.U i 

u.u 

0.0 

jHUVEClL-lbeta 

0.0 

0.0 

0.0 

0.0 

i 

jHUVECIFN gamma 

0.0 

0.0 

0.0 

0.0 

j 

jHUVECTNF alpha +1FN 
gamma 

0.0 

0.6 

0.0 

u.u 

HUVECTNF alpha + IL4 

0.0 

0.0 

0.0 

0.0 

HUVECIL-11 

0.0 

0.0 

0.0 

0.0 

Lung Microvascular EC 
none 

0.0 

0.0 

0.0 

0.0 

Lung Microvascular EC 
TNFa!pha+IL-!beta 

0.0 

0.0 

0.0 

0.0 

Microvascular Dermal EC 
none 

0.0 

0.0 

0.0 

0.0 

Microsvasular Dermal EC 
TNFalpha + IL-lbeta 

0.0 

0.0 

0.0 

0.0 

Bronchial epithelium 
TNFalpha+lLlbeta 

0.0 

u.u 

n ft 

0.0 

Small airway epithelium 
none 

0 0 

0.0 

0.0 

0.0 

Small airway epithelium 
TNFalpha+IL-lbeta 

0.0 

0.0 

0.0 

0.0 

Coronery artery SMC rest 

0.0 

0.5 

0.0 

0.3 

Coronery artery SMC 
TNFalpha + IL-lbeta 

6.2 

0.0 

0.0 

0.0 

Astrocytes rest 

100.0 

100.0 

100.0 

54.3 
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■— " 1 ■ ■"" 1 

Astrocytes TNFalpha + j 
IL-lbeta j 

97.9 

95.9 

100.0 

KU-812 (Basophil) rest 

0.0 

0.0 

0.0 

0.0 

KU-812 (Basophil) 
PMA/ionomycin 

0.0 

A A 

u.u 

u.u 

CCD1 106 (Keratinocytes) 
none 

0.0 

0.0 . 

0.0 

0.0 

CCD1 106 (Keratinocytes) 
TNFalpha + IL-lbeta 

0.0 

o.o : 

0.0 

0.0 

Liver cirrhosis 

4.6 

5.1 

8.5 

0.6 

NCI-H292 none 

0.0 

0.0 

0.0 

0.0 

NC1-H292 IL-4 

0.0 

0.0 

0.0 

0.0 

NCI-H292 IL-9 

A A 

u.o 

0.0 

0.0 

0.0 

NCI-H292 IL-13 

A A 

0.0 

0.0 

0.0 

0.0 

NC1-H292 IFN gamma 

A A 

0.0 ■ 

0.0 

0.0 

0.0 

HPAEC none 

A A 

0.0 

0.0 

0.0 

HPAECTNF alpha + IL-1 ' 
beta 

0.0 

0.0 

0.0 

0.0 

Lung fibroblast none 

31.4 

62.9 

94.0 

26.2 

Lung fibroblast TNF alpha 
+ IL-lbeta 

22.2 

25.2 

62.9 

28.3 

Lung fibroblast IL-4 

19.1 

23.3 

34.9 

16.0 

Lung fibroblast IL-9 

23.5 

20.4 

96.6 

9.3 

Lung fibroblast IL-13 

4.5 

15.0 

13.4 

4.3 

Lung fibroblast IFN 
gamma 

15.7 

29.9 

89.5 

25.2 

Dermal fibroblast 
CCD1 070 rest 

A A 

5.6 

4.1 

0.0 

Dermal fibroblast 
CCD1070TNF alpha 

0.0 

0.8 

2.3 

1.1 

Dermal fibroblast 
CCD1070 JL-1 beta 

0.0 

0.7 

0.0 

1.6 

Dermal fibroblast IFN 
gamma 

8.5 

20.0 

26.6 

4.9 

Dermal fibroblast IL-4 

4.1 

22.7 

25.5 

13.5 

Dermal Fibroblasts rest 

8.0 

20.7 

47.3 

15.8 
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Neutrophils TNFa+LPS 

0.0 

1.2 

|0.0 

0.0 

Neutrophils rest 

0.0 

0.0 

jO.O 

0.0 

Colon 

4.0 

7.9 

|8.4 

4.8 

Lung 

0.0 

1.6 

b.i 

0.0 

Thymus 

0.0 

2.0 

b.4 

0.0 

Kidney 

4.9 

10.2 

15-2 

0.6 


CNS_neurodegeneration_yl.O Summary: Ag6425/Ag6435/Ag6439/Ag6440/ 
Ag6447 Seven experiments with different probe and primer sets are in excellent agreement. 
This panel confirms the expression of this gene at low levels in the brains of an independent 
group of individuals. However, no differential expression of this gene was detected between 


5 Alzheimer's diseased postmortem brains and those of non-demented controls in this 
experiment. See Panel 1 .4 for a discussion of this gene in treatment of central nervous 
system disorders. 

Ag6426 Expression of this gene is low/undetectable (CTs > 34.9) across all of the 
samples on this panel (data not shown). 

10 General_scrcening_pancl_vl.6 Summary: Ag6425/Ag6435/Ag6439/Ag6440 

Four experiments with seven different probe and primer sets are in very good agreement. 
Highest expression of this gene is detected in kidney, a ovarian cancer 1GROV-1 cell line 
and brain cancer SNB-19 cell lines (CTs=25-30). In addition, consistent with expression 
seen in panel 1 .4, moderate to low levels of expression of this gene is also seen in all the 

15 regions of central nervous system, tissues with metabolic/endocrine functions, and number 
of cancer cell lines. See panel 1 .4 for further discussion of this gene. 

Ag6447 Expression of this gene is low/undetectable (CTs > 35) across all of the 
samples on this panel (data not shown). 

Panel 4.1D Summary: Ag6425/Ag6435/Ag6439/Ag6447 Four experiments with 
20 different probe and primer sets are in excellent agreement Highest expression of this gene 
is detected in both resting and cytokine activated astrocytes (CTs=3 1-34.5). Therefore, 
therapeutic modulation of this gene or the design of therapeutics with the encoded protein 
could be important in the treatment of multiple sclerosis or other inflammatory diseases of 
the CNS. 
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In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 
functional therapeutic may lead to the alteration of functions associated with these cell types 
5 and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Ag6426/ Ag6440 Expression of this gene is low/undetectable (CTs > 35) across all 
of the samples on this panel (data not shown). 

1 0 AY. CG56054-18: Integrin alpha 7-like protein. 

Expression of gene CG56054-18 was assessed using the primer-probe sets Ag4983, 
Ag6442, Ag6425, Ag6428, Ag643 1, Ag6435, Ag6439, Ag6447, Ag6413 and Ag6964, 
described in Tables AYA, AYB, AYC, AYD, AYE, AYF, AYG, AYH, AYI and AYJ. 
Results of the RTQ-PCR runs are shown in Tables AYK, AYL, AYM, AYN, AYO and 
15 AYP. 


Table AYA . Probe Name Ag4983 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5' - 

ccaggtcaccttctacctcatc-3 1 

22 

2342 

708 

Probe 

TET-5 1 - 

cttagcacctccgggatcagcatt- 
3 ' -TAMRA 

24 

2364 

709 

Reverse 

5' - 

aacagcagctctacctccagtt-3 1 

22 

2398 

710 


Table AYB . Probe Name Ag6442 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5'- 

gatgtggacagtagggatagga-3 • 

22 

2781 

711 

Probe 

TET-5' - 

ccacctgagcagcaggagcct-3 • - 
TAMRA 

21 

2820 

712 

Reverse 

5' -gcgcagtccagggtg-3 ' 

15 

2906 

713 
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Table AYC . Probe Name Ag6425 


■ Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

i Forward 



5 ' -cggatgcacaccccat-3 ' 

16 

3296 

714 

i 

?Probe 
i 

TET- 5 ' - 

catcccgagctgggcccc-3 ' - 
TAMRA 

18 

3328 

715 

i 

iReverse 

i . 

5 ' -gccctggatgcccat-3 ' 

15 

3347 

716 


Table AYD . Probe Name Ag6428 


5 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • -cttcatctaccatgggagca- 
3' 

20 

1301 

717 

Probe 

TET- 5 ' - 

ccttcacaggtgctggagggc- 
3 1 -TAMRA 

21 

1341 

718 

i 

;Reverse 

5 ' -agggagtagccgaagctct- 
3' 

19 

1378 

719 

Table AYE. Probe Name Ag6431 

! i 

IPrimers jSequenccs 

i Start 

Len S th jposition 

1 

jSEQ ID No 

[Forward . \s* -aaacatcaccctggactgc-3 ' 

19 |2900 

J720 . „. 

! 1 

JTET-5' - 

Probe tggtgttcagctgcccactctacag- 
|3 1 -TAMRA 

.! 
4 

25 J2941 

721 

1 1 i ,n " r '"'"" r " mn 
iReverse js • - ccgcgcggtcaaa- 3 ' 

13 i2967 

J722 

Table AYF. Probe Name Ag6435 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 1 -ggccagggtggagct-3 1 

15 

731 

723 

Probe 

TET- 5 * - 

acctggcacacctggacgacg- 
3 • -TAMRA 

21 

766 

724 

Reverse 

5 • -cagggaccgggatga-3 ' 

15 

829 

725 

Table AYG. Probe Name Ae6439 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 
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♦Forward 

|5' -ctgtggtggcagaaggagt- 

19 

3157 

726 

Probe 

: 

lTET-5' - 

;ccctggtgggtcatcctcctg- 
|3 ' -TAMRA 

21 

3177 , 

727 

Reverse 

I 

I 5 '" 

igaagaatcccatcttccacag-3 ' 

21 

3243 

728 

Table AYH. Probe Name As6447 

Primers 

Sequences 

jbength 

Start 
Position 

SEQ ID No 

Forward 

|5 1 -gacgacggtccctacga-3 * 

1 '"" 
117 

780 

729 

Probe 

lTET-5' - 

jtcatcccggtccctgccaa-3 ' - 
TAMRA 

T 
j 19 

829 

730 

Reverse 

5' - 

Igtcaatagagaagccaaagtagct- 

|3« 

24 

849 

731 

Table AYI. Probe Name Ac64I3 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5- 

ggtgaagacaagatctgccag-3 ' 

21 

1980 

732 

Probe 

TET-5' - 

tgtacccgggtcagcgacacg- \ 
3 ' -TAMRA 

21 

2031 

733 

Reverse 

5 • -gctgttgttccatccacatc- , 
3' 

20 

2073 

734 

Table AYJ. Probe Name Ae6964 

Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ' -ggccccagacatgca-3 * 

15 

2986 

735 

Probe 

TET-5 • - 

actctacagctttgaccgcgcgg- 
3 ' -TAMRA 

23 

2957 

736 

Reverse 

5 1 -gccaactgtgtggtgttca-3 * 

19 

2931 

737 


5 Table AYK . CNS_neurodegeneration_v 1 .0 
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Tissue 
Name 

Rel. 

Exp.(%) 

Ag4983, 

Run 

2186492 

23 

Rel. 

Exp.(%) 

Ag6413, 

Run 

2692539 

83 

Rel. 

hxp.( %) 
Ag6425, 
Run 

2669370 
76 

Rel. 

L\p.( /o) 
Ag6428, 
Run 

2669370 
81 

Rel. 

t*Xp.{ so) 

Ag6431, 
Run 
2680307 
22 

Rel. 

£>Xp.( /o) 

Ag6435, 
Run 

2692539 
97 

Rel. 

Jd>Xp.( /o) 

Ag6439, 
Run 
2692540 
02 

Rel. 

Lj\P\ /O ) 

Ag6442, 
Run 
2649792 
98 

Rel. 

Fvn l°A \ 
n,\p.^ /o ) 

Ag6447, 
Run 
2692540 
07 

AD 1 
Hippo 

23.7 

24.8 

24.1 

18.0 

18.8 

17.1 

21.6 

19.2 

18.8 

AD 2 
Hippo 

41.2 

52.9 

48.0 

32.3 

28.7 

27.9 

28.9 j 

49.7 

10.4 

AD 3 
Hippo 

8.9 

6.4 

6.5 

3.7 

7.5 

4.8 

6.1 

20.4 

0.0 

AD 4 
Hippo 

14.8 

25.5 

13.8 

10.7 

18.8 

18.3 

17.6 

5.6 

4.6 

AD 5 
Hippo 

44.8 

41.8 

52.9 

53.2 

38.4 

46.7 

42.6 

57.4 

11.0 

AD 6 
Hippo 

inn n 

inn n 

inn n 

inn n 

inn n 

100.0 

100.0 

90.1 

100.0 

Control 2 
Hippo 

24.3 

36.1 

10.6 

18.7 

29.5 

8.5 

32.5 

28.5 

3.1 

Control 4 
Hippo 

42.9 

43.8 

51.8 

27.0 

32.3 

29.9 

37.9 

86.5 

43.8 

Control 
(Path) 3 
Hippo 

14.2 

11.4 

9.8 

4.6 

6.0 

5.2 

6.4 

0.0 

5.3 

AD 1 

Temporal 

Ctx 

23.3 

15.9 

10.1 

12.9 

17.1 

12.8 

24.5 

16.8 

9.0 

AD 2 

Temporal 

Ctx 

41.5 

47.3 

33.7 

31.0 

39.8 

45.1 

27.5 

21.6 

21.0 

AD 3 

Temporal 

Ctx 

9.5 

9.8 

0.0 

6.0 

11.3 

4.1 

9.0 

5.7 

3.9 

AD 4 

Temporal 

Ctx 

30.6 

39.0 

12.8 

20.2 

25.3 

6.8 

30.4 

8.7 

7.7 

AD5Inf 
Temporal 
Ctx 

45.4 

37.1 

59.0 

39.2 

36.3 

1.6 

41.8 

73.7 

23.7 


736 


WO 03/023008 


PCTYUS02/28596 


AD 5 Sup 
Temporal 
Ctx 

51.1 

39.0 

21.9 

42.0 

32.3 

33.2 

38.7 

55.9 

11.4 

AD6Inf 
Temporal 
Ctx 

38.2 

59.9 

73.7 

49.3 

46.7 

52.1 

47.6 

76.8 

88.9 

AD 6 Sup 
Temporal 
Ctx 

43.8 

48.6 

50.3 

48.3 

50.3 

37.6 

50.3 

59.9 

61.1 

Control 1 
Temporal 
Ctx 

12.2 

23.0 

11.9 

12.9 

15.6 

6.7 

24.0 

46.7 

2.8 

Control 2 
Temporal 
Ctx 

14.2 

32.5 

18.6 

18.2 

17.4 

7.3 

14.9 

50.0 

16.0 

Control 3 
Temporal 
Ctx 

15.1 

15.3 

6.0 

9.6 

14.5 

4.4 

16.5 

9.5 

3.1 

Control 3 
Temporal 
Ctx 

23.7 

25.0 

25.7 

15.2 

13.1 

11.7 

23.8 

13.6 

13.6 

Control 
(Path) 1 
Temporal 
Ctx 

26.1 

47.0 

18.0 

27.0 

30.6 

24.8 

. _ ... j 

39.8 

46.0 

13.8 

Control 
(Path) 2 
Temporal 
Ctx 

24.5 

Tm,-t---f,-«..-r.-.TOTJi 

25.9 

18.4 

16.0 

20.4 

9.8 

24.8 

0.0 

2.6 

Control 
(Path) 3 
Temporal 
Ctx 

11.7 

16.0 

5.6 

7.5 

10.9 

3.5 

11.9 

31.0 

6.3 

Control 
(Path) 4 
Temporal 
Ctx 

21.9 

27.4 

16.8 

17.1 

18.2 

14.8 

21.6 

39.5 

7.0 

AD 1 

Occipital 

Ctx 

16.0 

11.9 

11.9 

10.2 

11.5 

15.0 

16.0 

6.3 

0.0 

AD2 
Occipital 
Ctx j 
(Missing) 

D.O 

10 1 

3.0 1 

3.0 

0.0 

0.0 

0.0 

0.0 

0.0 
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AH 7 

Occipital 
Ctx 

10.7 

■ ■■ r 

i 

* 

6.0 |8.3 

6.4 

8.8 

8.0 

10.2 

4.9 

0.0 

Occipital i 

Ctx _ 

18.9 

23.7 

5.8 

13.0 

17.9 

6.8 

18.6 

11. 1 

3.5 

AU *> 

Occipital 

Ctx 

24.8 

28.3 

25.2 

25.3 

22.5 

12.7 

22.7 

42.3 

3.8 

AU O 

Occipital 
Ctx 

20.6 

31.9 

19.8 

20.2 

17.0 

5.9 

22.1 

14.8 

8.5 

control i 
Occipital 
Ctx 

9.5 

14.4 

6.6 

6.0 

8.7 

4.1 

7.2 

8.8 

1.3 

control z 
Occipital 
Ctx 

31.9 

42.6 

15.7 

26.4 

33.2 

20.3 

29.3 

82.4 

13.7 

Control 3 
Occipital 
Ctx 

1 Q O 

lo.o 

13.0 

5.7 

1 fi 7 

1 7 1 

7 ^ 

10 7 

I 7 

8 8 
o .o 

5 0 

Control 4 
Occipital 

L-tX 

18.2 

17.0 

21.6 

12.0 

12.6 

3.3 

13.6 

24.0 

1.3 

Control 
(Path) 1 
Occipital 

ClX 

38.2 

52.5 

28.3 

35.6 

36.1 

25.9 

39.5 

100.0 

12.1 

Control 
(Path) 2 
Occipital 

9.6 

14.1 

49.7 

6.7 

7.9 

7.4 

7.0 

9.3 

13.2 

Control 
(Path) 3 
Occipital 
Ctx 

4.8 

8.7 

0.0 

5.4 

6.0 

2.3 

5.9 

4.1 

9.4 

Control 
(Path) 4 
Occipital 
Ctx 

16.2 

13.2 

6.6 

13.2 

10.2 

21.0 

11.4 

32.8 

20.4 

Control 1 

Parietal 

Ctx 

14.4 

21.9 

8.8 

8.8 

16.3 

12.5 

15.7 

9.2 

5.0 
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Control 2 

Parietal 

Ctx 

32.8 

28.9 

i 

| 

14.5 

34.4 

28.3 

41.2 

37.1 

28.1 

25.5 

Control 3 

Parietal 

Ctx 

20.6 

19.8 

19.9 

11.5 

8.7 

13.2 

10.8 

9.1 

16.7 . 

Control 
(Path) 1 
Parietal 
Ctx 

35.4 

62.4 

37.6 

34.2 

39.2 

22.5 

37.9 

69.3 

4.2 

Control 
(Path) 2 
Parietal 
Ctx 

22.1 

23.8 

16.6 

19.6 

22.5 

26.8 

18.7 

37.6 

14.4 

Control 
(Path) 3 
Parietal 
Ctx 

11.2 

15.4 

0.0 

3.9 

7.1 

7.5 

12.0 

10.4 

5.9 

Control 
(Path) 4 
Parietal 
Ctx 

31.2 

34.2 

18.2 

24.8 

8.8 

20.6 

27.9 

27.5 

9.4 


Table AYL . General_screening_panel_vl.4 


Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

1 

Tissue Name 

Rel. Exp.(%) 
Ag4983, Run 
218328386 

Adipose 

25.3 

Renal ca. TK-10 

3.0 

Melanoma* Hs688(A).T 

1.0 

Bladder 

7.0 

Melanoma* Hs688(B).T 

2.9 

Gastric ca. (liver met.) 
NCI-N87 

1.9 

Melanoma* MI4 

0.7 

Gastric ca. KATOHI 

0.7 

Melanoma* LOXIMVI 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

29.9 

Colon ca. SW480 

45.4 

Squamous cell carcinoma 
SCC-4 

0.1 

Colon ca.* (SW480 met) 
SW620 

17.1 

Testis Pool 

10.7 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

2.9 

Colon ca. HCT-116 

5.3 

Prostate Pool 

18.4 1 

Colon ca. CaCo-2 

21.8 
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J 

jPlacenta 

0.4 

Colon cancer tissue 

12.7 

j 

| Uterus Pool 

10.4 

Colon ca. SW111 6 

2.4 

'Ovarian ca. OVCAR-3 

1.2 

Colon ca. Colo-205 

0.4 

Ovarian ca. SK-OV-3 

1.7 

Colon ca. SW-48 

1.5 

Ovarian ca. OVCAR-4 

0.6 

Colon Pool 

31.4 

Ovarian ca. OVCAR-5 

2.1 

Small Intestine Pool 

12.1 

Ovarian ca. IGROV-1 

87.7 

Stomach Pool 

13.6 

Ovarian ca. OVCAR-8 

10.6 

Bone Marrow Pool 

13.2 

Ovary 

4.7 

Fetal Heart 

24.1 

Breast ca. MCF-7 

0.4 

Heart Pool 

34.9 

oreasi ca. iviua-ivid-z j i 


Liympn rNoae rooi 


Breast ca. BT549 

0.6 

Fetal Skeletal Muscle 

55.1 

Breast ca. T47D 

5.1 

Skeletal Muscle Pool 

82.4 

Breast ca. MDA-N 

1.0 

Spleen Pool 

3.3 

Breast Pool 

18.2 

Thymus Pool 

10.2 

Trachea 

8.9 

CNS cancer (glio/astro) 
U87-MG 

14.9 

Lung 

3.7 

CNS cancer (glio/astro) 
U-I18-MG 

5.1 

Fetal Lung 

7.2 

CNS cancer (neuro;met) 
SK-N-AS 

2.6 

Lung ca. NCI-N417 

2.3 

CNS cancer (astro) SF- 
539 

0.2 

Lung ca. LX-1 

9.7 

CNS cancer (astro) SNB- 
75 

11.9 

Lung ca. NCI-H146 

0.3 

CNS cancer (glio) SNB- 
19 

100.0 

Lung ca. SHP-77 

8.1 

CNS cancer (glio) SF-295 

14.6 

Lung ca. A549 

0.7 

Brain (Amygdala) Pool 

8.0 

Lung ca. NCI-H526 

0.4 

Brain (cerebellum) 

11.5 

Lungca.NCI-H23 

6.4 

Brain (fetal) 

10.8 

Lung ca. NCI-H460 

0.2 

Brain (Hippocampus) 
Pool 

11.6 

Lung ca. HOP-62 

_ — 

0.9 

Cerebral Cortex Pool 

12.9 
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! 

Lung ca. NCI-hb22 

2.2 

Brain (Substantia nigra) 
Pool 

15.9 

ILiver 

0.2 

Brain (Thalamus) Pool 

13.7 

Tetal Liver 

0.6 

Brain (whole) 

7.7 

i 

ILiver ca. HepG2 

0.3 

Spinal Cord Pool 

14.9 

jKidney Pool 

41.8 

Adrenal Gland 

7.9 

jFetal Kidney 

4.9 

Pituitary gland Pool 

1.3 

i 

jRenal ca. 786-0 

0.3 

Salivary Gland 

1.6 

Renal ca. A498 

0.4 

Thyroid (female) 

3.0 

Renal ca. ACHN 

2.1 

Pancreatic ca. CAPAN2 

1.5 

Renal ca. UO-31 

0.6 

Pancreas Pool 

16.0 


Table AYM . General_screening_panel_v 1 .5 



Rel. Exp.(%) 

An£siA*> Dun 

AgO'l'fZ, Kun 

264979530 

■ top * * g-% \7nmil 

l issue name 

Rel. Exp.(%) 

A n£L/iA1 Dun 

264979530 

Adipose 

3.2 

Renal ca. TK-10 

0.8 

Melanoma* Hs688(A).T 

0.5 

Bladder 

2.1 

Melanoma* Hs688(B).T 

0.5 

Gastric ca. (liver met.) 
NCI-N87 

0.7 

Melanoma* Ml 4 

0.7 

Gastric ca. KATO II! 

0.2 

Melanoma* LOXIMVI 

0.0 

Colon ca. SW-948 

0.1 

Melanoma* SK-MEL-5 

8.9 

Colon ca. SW480 

17.7 

Squamous cell carcinoma 
SCC-4 

0.0 

Colon ca.* (SW480 met) 
SW620 

7.9 

Testis Pool 

3.5 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

0.1 

Colon ca. HCT-116 

2.4 

Prostate Pool 

3.1 

Colon ca. CaCo-2 

10.2 

Placenta 

0.4 

Colon cancer tissue 

10.7 

Uterus Pool 

5.4 

Colon ca.SW1116 

1.3 

Ovarian ca. OVCAR-3 

0.4 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.1 

Colon ca. SW-48 

0.7 

Ovarian ca. OVCAR-4 

0.3 , 

Colon Pool 

6.3 
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Ovarian ca. OVCARo 

0.8 

Small Intestine Pool 

5.2 

Ovarian ca. IGROV-I 

66.0 

Stomach Pool 

4.3 

Ovarian ca. OVCAR-8 

11.2 

Bone Marrow Pool 

3.3 

Ovary 

2.0 

Fetal Heart 

7.6 

Breast ca. MCF-7 

0.1 

Heart Pool 

13.3 

Breast ca. MDA-MB-231 

0.2 

Lymph Node Pool 

7.1 

Breast ca. BT 549 

0.4 

Fetal Skeletal Muscle 

16.5 

Breast ca. T47D 

0.0 

Skeletal Muscle Pool 

100.0 

Breast ca. MDA-N 

0.5 

Spleen Pool 

1.9 

Breast Pool 

7.4 

Thymus Pool 

5.5 

Trachea 

2.4 

CNS cancer (glio/astro) 
U87-MG 

7.4 

Lung 

3.5 

CNS cancer (gho/astro) 
U-1I8-MG 

2.6 

Fetal Lung 

3.8 

CNS cancer (neuro;met) 
SK-N-AS 

1.2 


1 .o 

CNS cancer (astro) SF- 
539 


Lung ca. LX-I 

1.4 

CNS cancer (astro) SNB- 
75 

6.7 

Lungca. NCI-HI 46 

0.4 

CNS cancer (glio) SNB- 
19 

63.7 

Lung ca. SHP-77 

2.0 

CNS cancer (glio) SF-295 

4.0 

Lung ca. A549 

0.2 

Brain (Amygdala) Pool 

5.0 

Lungca. NCI-H526 

0.6 

Brain (cerebellum) 

3.3 

Lungca. NCI-H23 

2.0 

Brain (fetal) 

1.9 

Lungca. NCI-H460 

0.1 

Brain (Hippocampus) 
Pool 

5.7 

Lungca. HOP-62 

0.6 

Cerebral Cortex Pool 

4.6 

Lungca. NCI-H522 

1.1 I 

Brain (Substantia nigra) 
Pool 

5.1 

Liver 

0.2 

Brain (Thalamus) Pool 

3.7 

Fetal Liver 

0.2 ! 

Brain (whole) 

3.2 

Liver ca. HepG2 

0.0 

Spinal Cord Pool 

9.0 
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■Kidney Pool 

15.6 

Adrenal Gland 

3.1 

Fetal Kidney 

1.0 

Pituitary gland Pool 

0.7 

Renal ca. 786-0 

0.2 

Salivary Gland 

0.7 

Renal ca. A498 

0.2 

Thyroid (female) 

1.0 

Renal ca. ACHN 

0.2 

Pancreatic ca. CAPAN2 

0.5 

Renal ca. UO-31 

0.4 

Pancreas Pool 

8.8 


Table AYN . General_screening_panel_vl.6 


Tissue Name 

1 1 
Rel. ]ReL 

jExp.(%) |Exp.(%) 

|Ag6413, jAg6425, 

Run jRun 

27724937127722172 

1 . ]1 

ReL 

Exp.(%) 
Ag6428, 
Run 

27722243 
9 

ReL 

Exp.(%) 
Ag6431, 
Run 

27763356 
8 

ReL 

Exp.(%) 
Ag6431, 
Run 

27838939 
0 

ReL 

Exp.(%) 
Ag6435, 
Run 

27722316 
7 

ReL 

Exp.(%) 
Ag6439, 
Run 

27722317 
5 

ReL 

Exp.(%) 
Ag6964, 
Run 

27838894 
6 

Adipose 

25.9 

2.6 

20.0 

17.4 

13.8 

13.2 

17.3 

18.8 

Melanoma* 
Hs688(A).T 

0.5 

0.0 

o n 

n r 

n o 

KJ.y 


n 7 

Melanoma* 
Hs688(B).T 

2.7 

0.2 

4.1 

2.5 

2.2 

1.9 

2.9 

2.4 

Melanoma* 
MI4 

0.3 

0.0 

0.7 

0.4 

0.4 

0.0 

0.4 

0.7 

Melanoma* 
LOXIMVI 

0.0 

0.0 

0.1 

0.0 

0.0 

0.0 

0.0 

0.1 

Melanoma* 
SK-MEL-5 

15.2 

2.2 

30.4 

18.2 

14.6 

4.4 

18.3 

15.9 

Squamous cell 

carcinoma 

SCC-4 

0.0 

0.0 

0.1 

0.1 

0.2 

0.0 

0.0 

0.1 

Testis Pool 

5.2 

3.5 

8.8 

10.4 

9.0 

10.0 

9.1 

9.9 

Prostate ca.* 
(bone met) 
PC-3 

1.9 

0.5 

2.5 

1.9 

1.8 

1.8 

1.3 

4.3 

Prostate Pool 

8.1 

1.0 

11.5 

11.3 

12.1 

--3 

10.0 

28.5 

10.0 

Placenta 

0.5 

0.0 

0.7 

0.1 

0.1 

0.3 

0.5 

0.4 

Uterus Pool 

2.2 

1.5 

4.5 

4.6 

4.5 

16.2 

5.3 

4.1 

Ovarian ca. 
OVCAR-3 

0.9 

0.3 

1.1 

0.7 

1.1 

0.4 

1.6 

4.0 
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Ovarian ca. 
SK-OV-3 

\ 

0.8 |o.2 

i 

1.7 

0.8 

0.9 

0.9 

? 

1 « 

1.3 

1.7 

Ovarian ca. 
OVCAR-4 

0.2 10.0 

... ... \ 

0.9 

0.4 

0.8 

0.0 

0.9 

0.5 

Ovarian ca. 
OVCAR-5 

i 

1.6 jl.3 

2.9 

1.3 

1.7 

0.3 

1.4 

7.9 

Ovarian ca. 
IGROV-1 

100.0 1100.0 

77.9 

84.7 

97.9 

27.0 

69.3 

75.8 

Ovarian ca. 
OVCAR-8 

13.6 \l\.9 

., 

14.0 

15.6 

14.6 

7.6 

r- „M ■ • ,- 

17.3 

16.7 

Ovary 

2.7 ]o.3 

5.2 

3.1 

2.3 

4.5 

2.8 

2.4 

Breast ca. 
MCF-7 

0.3 

0.0 

0.3 

0.1 

0.2 

0.0 

0.5 

0.5 

Breast ca. 

MDA-MB- 

231 

0.1 

0.0 

0.4 

0.2 

0.2 

0.0 

0.2 

0.3 

Breast ca. BT 
549 

0.5 

0.0 

0.5 

0.1 

0.5 

0.0 

0.6 

0.4 

Breast ca. 
T47D 

0.0 

0.0 

0.5 

0.2 

0.3 

_ 1 

0.0 

0.4 

0.5 

Breast ca. 
MDA-N 

0.6 

0.0 

0.7 

0.6 

0.6 

0.7 

0.6 

0.8 

oicuji ruui 

15.0 

4.1 

Z 1 .o 

14 f% 

in i 

IV./ 

4? 0 

12.2 

16.7 

Trachea 

4.5 

0.7 

8.4 

4.8 

4.2 

8.3 

4.7 

5.6 

Lung 

2.8 

0.7 


4.2 

3.2 

3.9 

3.9 

5.1 

Fetal Lung 

3.9 

0.3 

9.1 

5.0 

4.8 

8.0 

5.3 

6.1 

Lung ca. NCI- 
N417 

2.0 

0.9 

3.5 

3.3 

2.6 

0.2 

4.0 

2.3 

Lung ca. LX-I 

3.5 

2.7 

6.5 

5.0 

3.5 

0.9 

4.9 

44.1 

Lung ca. NCI- 
H146 

0.1 

0.0 

0.3 

0.1 

0.2 

0.0 

0.1 

0.1 

Lung ca. SHP- 
77 

4.0 

0.4 

6.8 

5.3 

4.5 

0.2 

4.5 

3.8 

Lung ca. 
A549 

0.3 

2.6 

0.9 

0.0 

0.4 

0.0 

0.6 

4.7 

Lung ca. NCI- 
H526 

0.2 

0.0 

0.9 

0.6 

0.3 

0.0 

0.4 

0.5 
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ILungca. NCI- 
|H23 

I 

2.9 

1 

ko 

4.6 

i 
I 

4.8 

3.2 

0.6 

2.9 

10.3 

iLung ca. NCI- 
|H460 

0.0 

h— 
jo.o 

0.2 

0.1 

0.3 

0.0 

0.0 

0.3 

! 

(Lung ca. 
IHOP-62 

•r- ~ 

0.5 

p.o 

0.5 

1.0 

0.6 

0.0 

0.5 

0.7 

i 

Lung ca. NCf- 
H522 

1.7 

0.6 

2.3 

1.7 

1.3 

0.0 

3.3 

8.9 

Liver 

0.1 

|o.o 

0.0 

0.0 

0.0 

0.0 

0.1 

2.0 

Fetal Liver 

0.3 

0.3 

1.1 

0.6 

0.5 

0.3 

0.8 

8.2 

Liver ca. 
HepG2 

0.1 

|0.3 

0.2 

0.0 

0.2 

0.0 

0.1 

2.4 

Kidney Poo! 

27.9 

0.0 

47.0 

33.9 

28.1 

100.0 

43.2 

32.8 

Fetal Kidney 

1.4 

0.0 

4.9 

4.1 

4.0 

12.1 

5.8 

11.5 

Renal ca. 786- 
0 

0.2 

1 

0.0 

0.2 

0.3 

0.1 

0.0 

0.3 

0.9 

Renal ca. 
A498 

0.0 

1.8 

0.2 

0.0 

0.3 

0.0 

0.5 

8.5 

i 

{Renal ca. 

Iachn 

1.5 

0.5 

2.5 

1.7 

1.5 

0.0 

1.2 

2.5 

! ' ' 

Renal ca. UO- 
31 

0.3 

0.0 

0.5 

0.2 

0.2 

0.0 

0.6 

0.3 

Renal ca. TK- 
10 

1.9 

0.4 

3.1 

2.0 

1.9 

0.7 

2.1 

4.6 

Bladder 

4.2 

0.0 

5.9 

5.5 

5.1 

6.6 

8.3 

6.7 

Gastric ca. 
(liver met.) 
NCI-N87 

0.9 

0.0 

1.7 

0.9 

1.2 

0.0 

1.1 

6.7 

Gastric ca. 
KATO III 



ft R 
KJ.o 

ft 0 

ft i i 


O 4 

O 9 

Colon ca. SW- 
948 

0.0 

1.5 

0.2 

0.2 

0.2 

0.0 

0.3 

1.2 

Colon ca. 
SW480 

20.9 

5.2 

41.8 

27.0 

23.3 

4.4 

23.0 

33.7 

Colon ca.* 
(SW480 met) 
SW620 

13.3 

4.8 

16.4 

12.8 

10.3 

1.7 

6.1 

25.0 

Colon ca. 
HT29 

0.2 

0.0 

0.0 

0.2 

0.2 

0.0 

0.0 

0.3 
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r 1 "■ " 1 ■— - ■ 

Colon ca. 
iHCT-116 

2.1 

0.2 

3.2 

2.5 

2.0 

0.5 

2.1 

4.3 

Colon ca. 
CaCo-2 

15.0 

3.6 

27.0 

19.1 

16.7 

7.6 

18.3 

38.2 

Colon cancer 
tissue 

9.0 

3.3 

11.0 

11.9 

7.6 

5.6 

7.7 

20.4 

Colon ca. 
SW1II6 

1.3 

3.0 

2.5 

2.0 

1.5 

1.1 

1.8 

6.0 

Colon ca. 
Colo-205 

0.1 

0.4 

0.3 

0.2 

0.0 

0.0 

0.2 

0.8 

Colon ca. SW- 
48 

0.8 

3.6 

1.4 

1.5 

1.5 

0.0 

1.4 

2.6 

Colon Pool 

20.3 

5.0 

28.1 

23.2 

18.7 

44.8 

25.5 

20.6 

Small 

Intestine Pool 

14.0 

1.7 

17.1 

11.2 

13.0 

26.8 

12.8 

10.4 

Stomach Pool 

8.1 

2.3 

14.3 

9.5 

9.3 

24.0 

8.5 

10.7 

Bone Marrow 
Pool 

6.8 

1.6 

14.3 

10.2 

8.7 

25.9 

18.7 

12.5 

Fetal Heart 

10.1 

2.3 

25.5 

24.5 

21.8 

31.6 

33.7 

20.7 

Heart Pool 

28.7 

7.0 

29.7 

25.9 

17.2 

23.5 

33.7 

26.1 

Lymph Node 
Pool 

17.6 

6.1 

33.7 

22.1 

23.7 

64.6 

19.9 

24.7 

Fetal Skeletal 
Muscle 

31.9 

5.2 

54.3 

48.6 

46.3 

46.7 

19.1 j 



50.7 

Skeletal 
Muscle Pool 

17.4 

9.2 

29.3 

29.5 

25.9 

24.7 

22.1 

32.3 

Spleen Pool 

0.9 

0.0 

1.9 

2.0 

1.7 

2.4 

2.7 

3.1 

Thymus Pool 

4.4 

2.0 

10.4 

8.1 

9.4 

18.4 

7.7 

7.0 

CNb cancer 

(glio/astro) 

U87-MG 

9.8 

1.5 

14.9 

10.7 

10.0 

5.8 

10.9 

14.1 

CNS cancer 
(glio/astro) U- 
118-MG 

3.5 

0.3 

4.7 

3.8 

3.1 

1.5 

3.8 

N 

5.8 

CNS cancer 
(neuro;met) 
SK-N-AS 

1.9 

0.0 

2.6 

2.1 

1.0 

0.7 

1.4 

2.6 

CNS cancer 
(astro) SF-539 

0.1 

0.0 

0.0 

0.1 

0.2 

0.2 

0.1 

0.1 
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: CNS cancer 
;(astro) SNB- 

;75 

8.1 

1.1 jl4.9 

1 

6.5 

10.0 

3.1 

11.7 

9.7 

jCNS cancer 
:(glio) SNB-19 

79.6 

79.0 llOO.O 

i 

100.0 

100.0 

12.8 

100.0 ; 

100.0 

jCNS cancer 
;(glio)SF-295 

8.2 

0.0 

11.3 

8.0 

7.8 

0.0 

8.2 

14.8 

iBrain 

j 

:( Amygdala) 
Tool 

3.7 

0.8 

7.7 

6.2 

4.8 

7.9 

8.0 

5.3 

s 

iBrain 

j(cerebellum) 

12.0 



10.7 

9.7 

1.8 

8.8 

9.7 

Brain (fetal) 

4.2 

0.7 

12.7 

6.6 

5.6 

8.4 

6.8 

6.4 

Brain 

(Hippocampus 
) Pool 

7.5 

3.2 

11.7 

8.6 

6.9 

9.9 

11.0 

10.2 

i 

[Cerebral 
•Cortex Pool 

9.7 

0.6 

11.0 

7.5 

0.7 

1.8 

11.6 

8.7 

? — — — -" . — - >- 
jBrain 
^Substantia 
nigra) Pool 

7.4 

2.2 

1 1.7 

10.4 

4.7 

4.2 

10.0 

9.3 

Brain 

(Thalamus) 
Pool 

7.6 

2.7 

13.2 

9.3 

0.2 

9.1 

9.7 

8,7 

Brain (whole) 

6.1 

0.4 

10.6 

5.8 

0.3 

3.3 

5.6 

8.7 

Spinal Cord 
Pool 

10.1 

2.3 | 

14.7 

11.0 

7.6 

13.1 

12.2 

9.0 

Adrenal Gland 

3.5 

0.3 

9.9 

3.9 

3.7 

7.4 

4.8 

4.1 

Pituitary gland 
Pool 

0.9 

0.0 

1.1 

1.2 

l.l 

1.8 

1.4 

0.5 

Salivary 
Gland 

0.9 

o.o ! 

1.8 

1.3 

0.9 

2.3 

1.1 

1.0 

Thyroid 
(female) 

2.0 

0.3 

3.1 

2.5 

2.5 

3.3 

1.9 

2.3 

Pancreatic ca. 
CAPAN2 

0.5 

0.0 

0.8 

0.7 

0.6 

0.5 

0.7 

2.2 

Pancreas Pool 

1.2 

0.0 

2.0 

1.1 

1.6 

3.5 

3.2 

2.3 
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Tissue Name 

Rel. 

Exp.(%) 

Ag4983, 

Run 

2186235 

70 

Rel. 

Exp.(%) 

Ag6413, 

Run 

2692399 

47 

Rel. 

Exp.(%) 
Ag6425, 
Run 

2687139 i 
99 

Rel. 

Exp.(%) 

Ag6428, 

Run 

2687675 

35 

Rel. 

EXP.(%) 

Ag6431, 
Run 
2687675 
77 

Rel. 

Exp.(%) 

Ag6435, 

Run 

2687134 

80 

f 

Rel. 

Exp.(%) 

Ag6439, 

Run 

2687608 

23 

Rel. 

Exp.(%) 

Ag6447, 

Run 

2687618 

06 

Secondary Th I 
act 

U. 1 

V.J 

A A 
0.0 

i i 
\ .J 

f\ *7 
U. / 

ft ft 
u.u 

n ft 

U.U 

ft n 

Secondary Th2 
act 

0.:> 

0.3 

0.0 

1 .1 

A Q 

A A 

u.u 

A A 

u.u 

u.u 

Secondary Trl 
act 

0.0 

0.0 

0.0 

A A 
0.0 

A *7 

A A 

u.u 

n ft 

U.U 

ft n 

u.u 

Secondary Thl 

I Ci>L 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

rest 

0.3 

o.o lo.o 

0.0 

0.0 

0.7 

0.0 

0.0 

^eronHarv Trl 

Jttvl IU Cll J III 

rest 

0.1 

0.3 Jo.0 

0.4 

0.0 

0.0 

0.0 

0.0 

PrimarvThl act 

i i hi idly iiii aw 

0.0 

0.0 

o.o jo.o 

0.0 

0.0 

0.0 

0.0 

Primary Th2 act 

0.2 

0.4 

0.0 b.3 

0.4 

0.7 

0.0 

0.0 

Primary Trl act 

0.1 

0.0 

0.0 J0.7 

0.7 

0.0 

0.0 

0.0 

Primary Thl 
rest 

A A 
0.0 

0.0 

o.o jo.i 

A 1 

U.J 

ft ft 
u.u 

1 .L 

ft 0 
u.u 

Primary Th2 
rest 

A A 
0.0 

0.0 

j 

0.0 ]o.4 

1 ._ _ 

A 9 

ft n 
u.u 

U.U 

n ft 

u.u 

Primary Trl 
rest 

A "> 

0.3 

0.0 

0.0 

0.0 

A A 

ft n 
u.u 

ft n 

n ft 

u.u 

CD45RA CD4 
lymphocyte act 

ft A 

2.8 

0.0 

5.4 


U.O 

2.6 

0.0 

CD45RO CD4 
lymphocyte act 

ft i 

U. 1 

2.2 

0.0 

1.5 

n 7 

U. 1 

1 .U 

2.3 

0.0 

CD8 

lymphocyte act 

0.4 

0.9 

0.0 

0.7 

0.0 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

0.1 

0.0 

0.0 

8.8 

0.0 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte act 

0.0 

0.1 

0.0 

0.4 

0.3 

0.0 . 

0.0 

0.0 

CD4 

lymphocyte 
none 

0.1 

0.0 

0.0 

0.5 

0.4 

0.0 

0.0 

0.0 
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|Thl/Th2/Tr1 a 
jnti-CD95 CHII 

0.3 

0.2 

0.0 

j 

0.0 

0.0 

0.0 

1.2 

0.0 

jLAK cells rest 

5.6 

5.0 

2.7 

11.8 

3.8 

6.1 

15.2 

0.0 

LAK cells 1L-2 

0.4 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells IL- 
2+IL-I2 

0.2 

0.0 

0.0 

0.0 

0.0 

0,0 

0.0 

0.0 

LAK cells 1L- 
2+IFN gamma 

O 1 

V/. 1 

0 3 

0 0 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells IL- 
2+1L-18 

ft n 

n o 

U.U 

ft ft 

U.U 

ft ft 
u.u 

0 ft 

ft ft 

0 0 

\J.V 

0.0 

LAK cells 

PMA/ionomyci 

n 

4.5 

4.0 

15.7 

15.1 

6.3 

6.1 ! 

9.0 

0.0 

NK Cells IL-2 
rest 

0.9 

0.1 

0.0 

3.4 

2.5 

0.0 

1.4 

0.0 

Two Way MLR 

3 day 

1.4 

1.1 

0.0 

2.2 

1.3 

0.9 

1.4 

0.0 

Two Way MLR 
5 day 

4.5 

0.9 

0.0 

0.8 

0.9 

0.0 

0.0 

0.0 

Two Way MLR 
7 day 

2.3 

0.7 

13.2 

I.I 

2.6 

2.9 

3.7 

0.0 

PBMC rest 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

PBMC PWM 

0.6 

0.0 

0.0 

1.3 

0.0 

0.0 

0.0 

0.0 

PBMC PHA-L 

0.3 

0.2 

0.0 

0.6 

0.7 

0.0 

0.0 

0.0 

Ramos (B cell) 
none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Ramos (B cell) 
ionomycin 

0.0 

0.0 

0.0 

0.7 

0.2 

0.0 

0.0 

0.0 

B lymphocytes 
PWM 

0.5 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

B lymphocytes 
CD40L and IL- 
4 

0.2 

0.0 

0.0 

0.9 

0.0 

0.0 

0.0 

0.0 

EOL-1 
dbcAMP 

3, 

2.6 

9.1 

29.1 

8.1 

0.0 

68.8 

0.0 
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1 

EOL-I 
dbcAMP 
PMA/ionomyci 
n 

1 6 

0.7 

1 

! 

0.0 

0.0 

2.7 

1.0 

1.8 

i 

0.0 

Dendritic cells 
none 

5.6 

3.1 

13.8 

4.1 

5.3 

A "7 

0.7 

A A. 

A A 

Dendritic cells 
LPS 

1.6 

0.3 

0.0 

1.0 

0.7 

A A 

0.0 

A A 

0.0 

A A 

Dendritic cells 
anti-CD40 

2.0 

1.6 j 

3.3 

A C 

0.5 

0.2 

1 c 

1 .0 

A A 

A A 

Monocytes rest 

0.2 

0.0 

0.0 

0.4 

0.0 

0.0 

0.0 

0.0 

Monocytes LPS ; 

2.2 

3.3 

0.0 

5.7 

1.8 

0.0 

2.6 

0.4 

Macrophages 
rest 

0.9 

1.8 

0.0 

0.6 

0.6 

0.0 

0.0 

0.0 

Macrophages 
LPS 

7.5 

4.0 

0.0 

5.4 

6.3 

0.8 

9.2 

0.0 

HUVEC none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC 
starved 


0 0 

0 0 

0.0 

0.3 

0.0 

0.0 

0.0 

HUVEC IL- 
I beta 

0 0 

0 0 

0 0 

V/.V 

0.0 

0.5 

0.0 

0.0 

0.0 

HUVEC I FN ; 
gamma 

0.2 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC TNF : 
alpha + IFN 
gamma 

0.0 

0.0 

0.0 

0.0 

0.0 

0.6 

0.0 

0.0 

HUVEC TNF 
alpha + IL4 

0.6 

0.0 

0.0 

0.0 

0.4 

0.0 

0.0 

0.0 

HUVEC I L- 11 

0.0 

0.0 

0.0 

0.4 

0.3 

0.0 

0.0 

0.0 

Lung 

M irrfi\/a<;rntar 

EC none 

0.2 

0 3 

0.0 

0.4 

0.0 

0.0 

0.0 

0.0 

Lung 

Microvascular 1 
ECTNFalpha + : 
IL-lbeta J 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Microvascular 
Derma! EC 
none 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 
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Microsvasular 
Dermal EC 
TNFalpha + IL- 
lbeta 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Bronchial 
epithelium 
TNFalpha + 
ILlbeta 

0.0 

i 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium none 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium 
TNFalpha + IL- 
lbeta 

0.3 

0.0 

0.0 

0.0 

. ..,«.,„ 

0.0 

0.0 

0.0 

0.0 

Coronery artery 
SMC rest 

0.1 

0.6 

0.0 

0.0 

0.0 

0.5 

0.0 

0.3 

Coronery artery 
SMC TNFalpha 
+ !L-lbeta 

0.4 

0.9 

6.2 

0.3 

1.5 

0.0 

0.0 

0.0 

Astrocytes rest 

67.8 

97.3 

100.0 

100.0 

100.0 

100.0 

100.0 

54.3 

Astrocytes 
TNFalpha + IL-; 
lbeta 

100.0 

100.0 

74.2 

97.3 

74.7 

97.9 

95.9 

100.0 

KU-812 
(Basophil) rest 

0.1 

0.0 

0.0 

0.0 

0.4 

0.0 

0.0 

0.0 

KU-812 
(Basophil) 
PMA/ionomyci 
n 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

CCD1I06 

(Keratinocytes) 

none 

0.2 

0.0 

0.0 

0.0 

0.8 

0.0 

, ... 

0.0 

0.0 

CCD1106 
(Keratinocytes) 
TNFalpha -ML- 
1 beta 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Liver cirrhosis j 

2.3 

7.2 

4.6 

2.6 

6.7 

5.1 

8.5 

0.6 

NCI-H292 none 

0.3 

0.3 

0.0 

1.7 

0.6 

0.0 

0.0 

0.0 

NC1-H292 IL-4 

0.3 

0.0 

0.0 

0.0 

0.5 

0.0 

0.0 

0.0 

NC1-H292 IL-9 

0.3 

0.0 

0.0 

0.7 

0.5 

0.0 

0.0 

0.0 
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NCI-H292 IL- 
13 

0.6 

0.6 

0.0 

0.9 

0.9 

0.0 

0.0 

0.0 

NCI-H292 IFN 
gamma 

0.2 

0.0 

0.0 

0.5 

0.6 

0.0 

0.0 

0.0 

HPAEC none 

r~ 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HPAEC TNF 
alpha + IL-] 
beta 

0.0 

0.3 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Lung fibroblast 
none 

i 

1 

1 


1 1 A 


Oj.j 

oz.y 

QA ft i 


Lung fibroblast 
TNF alpha + 
IL-1 beta 

16.0 

36.9 

22.2 

48.6 

39.8 

25.2 

62.9 

28.3 

Lung fibroblast 
IL-4 

26.1 

28.7 

19.1 

27.4 

21.2 

23.3 

34.9 

16.0 

Lung fibroblast 
IL-9 

28.5 

42.0 

23.5 

24.0 

26.8 

20.4 

96.6 

9.3 

Lung fibroblast 
IL-13 

J \ .0 

1/1 A 
14.0 

A n 

1 1 Q 

1 I .7 

i n a 

i <; ft 


H.J 

Lung fibroblast 
IFN gamma 

20.4 

32.8 

15.7 

- 

55.9 

46.3 

29.9 

89.5 

25.2 

Dermal 
fibroblast 
CCD 1070 rest 

2.5 

2.9 

0.0 

6.0 

6.3 

5.6 

4.1 

0.0 

Dermal 
fibroblast 
CCD 1070 TNF 
alpha 

1.1 

1.3 

0.0 

2.7 

0.8 

0.8 

2.3 

1.1 

Dermal 
fibroblast 
CCD1070 IL-1 
beta 

1.9 

2.9 

0.0 

5.6 

1.3 

0.7 

0.0 

1.6 

Dermal 
fibroblast IFN 
gamma 

9.3 

203 

8.5 

30.6 

20.2 

20.0 

26.6 

4.9 

Dermal 
fibroblast IL-4 

10.7 

14.6 

4.1 

30.8 

19.8 

22.7 

25.5 

13.5 

Dermal 

Fibroblasts rest 

24.8 

42.3 

8.0 

54.3 

46.7 

20.7 

47.3 

15.8 

Neutrophils 
TNFa+LPS 

0.7 

0.0 

0.0 

0.9 

0.4 

1.2 

0.0 

0.0 


752 


WO 03/023008 


PCT/US02/28596 


Neutrnnhils re^t 

0.1 

0.0 

0.0 

0.0 

1 

10.3 

J 

jo.o 

0.0 

0.0 

Colon 

7.9 

4.7 

4.0 

4.6 


f 

|7.9 18.4 

4.8 

Lun & ™ 

2.2 

1.2 

0.0 

2.8 

]4.6 

|,.6 j 


0.0 

Thymus 

3.1 

0.8 

0.0 

0.0 

|0.4 

12.0 

2.4 

0.0 

Kidney 

4.2 

4.4 

4.9 

7.8 

19.7, 

]10.2 

5.2 

0.6 


Table AY P . general oncology screening panel_v_2.4 


i 

Re!. Exp.(%) 
Tissue Name |Ag4983, Run 
1260281959 

Rel. Exp.(%) I 
Ag6442,Run jTissueName 
264979180 j 

Dpi r Y n (o/.\ 

Ag4983, Run 
260281959 

Rpl Fvn ("A\ 

1\CI. LA |/. ^ /O J 

Ag6442, Run 
264979180 

Colon cancer 1 ]l2.l 

22.7 bladder NAT 2 

1.7 

1.4 

Colon NAT I jlOO.O 

100.0 jBladder NAT 3 

0.2 

4.8 

Colon cancer 2 ]6.5 

0.0 

1 

!BladderNAT4 

» • - . ■- 

27 0 

,~ lillm :. 

66.0 

Colon NAT 2 

8.0 

15.1 

Prostate 

auenocarcinoma i 

9.2 

7.5 

Colon cancer 3 

7.4 

2.8 

Prostate 

dUCi lucdl irlUUl lla *- 

3.5 

8.0 

Colon NAT 3 

39.8 

40.1 

Prr*ctiit<» 
iIUMalC 

adenocarcinoma 3 

14.3 

9.0 

Colon malignant 
cancer 4 

15.0 

9.5 

Prostate 

adenocarcinoma 4 

16.4 

9.1 

Colon NAT 4 

3.5 

0.9 

Prostate NAT 5 

16.8 

9.9 

Lung cancer 1 

1.4 

6.6 

Prostate 

adenocarcinoma 6 

3.2 

7.7 

Lung NAT 1 

0.6 

0.0 

Prostate 

adenocarcinoma 7 

9.2 

17.3 

Lung cancer 2 

26.6 

15.9 

Prostate 

adenocarcinoma 8 

3.0 

0.0 

Lung NAT 2 

2.7 

0.0 

Prostate 

adenocarcinoma 9 

27.0 

33.9 

Squamous cell 
carcinoma 3 

5.6 

8.3 

Prostate NAT 10 

3.8 

4.9 

Lung NAT 3 

0.8 

0.0 

Kidney cancer 1 

24.0 

16.5 

Metastatic 
melanoma 1 

27.2 

49.0 

Kidney NAT 1 

15.6 

7.2 

Melanoma 2 

2-l„ .... J 

1.1 

Kidney cancer 2 

91.4 

73.7 

Melanoma 3 

2.3 

13.8 

Kidney NAT 2 

22.1 

19.2 
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Metastatic 
melanoma 4 

33.9 | 

24.0 

Kidney cancer 3 

27.0 

21.3 

Metastatic 
melanoma 5 

34.6 31.4 

Kidney NAT 3 

9.3 

11.4 

Bladder cancer 1 

i.3 j 

2.1 

Kidney cancer 4 

20.0 

25.7 

Bladder NAT 1 

0.0 

0.0 

Kidney NAT 4 

8.2 

14.9 

Bladder cancer 2 

8.7 

19.3 




CNS_neurodegeneration_vl.O Summary: Ag4983/Ag6413/ 
Ag6425/Ag6428/Ag643 1/ Ag6435/Ag6439/Ag6442/ Ag6447 Seven experiments with 
different probe and primer sets are in excellent agreement. This panel confirms the 
expression of this gene at low levels in the brains of an independent group of individuals. 


5 However, no differential expression of this gene was detected between Alzheimer's diseased 
postmortem brains and those of non-demented controls in this experiment. See Panel 1 .4 for 
a discussion of this gene in treatment of central nervous system disorders. 

General_screening_pancl_vl.4 Summary: Ag4983 Highest expression of this 
gene is detected in a brain cancer SNB-19 cell line (CT=28). Moderate to low levels of 

10 expression of this gene is also seen in a number of cancer cell lines derived from gastric, 
colon, lung, renal, breast, ovarian, prostate, melanoma and brain cancers. Thus, expression 
of this gene could be used as a marker to detect the presence of these cancers. Furthermore, 
therapeutic modulation of the expression or function of this gene may be effective in the 
treatment of pancreatic, gastric, colon, lung, liver, renal, breast, ovarian, prostate, squamous 

15 cell carcinoma, melanoma and brain cancers. 

Among tissues with metabolic or endocrine function, this gene is expressed at 
moderate levels in pancreas, adipose, adrenal gland, thyroid, pituitary gland, skeletal 
muscle, heart and the gastrointestinal tract. Therefore, therapeutic modulation of the activity 
of this gene may prove useful in the treatment of endocrine/metabolically related diseases, 
20 such as obesity and diabetes. 

In addition, this gene is expressed at moderate levels in all regions of the central 
nervous system examined, including amygdala, hippocampus, substantia nigra, thalamus, 
cerebellum, cerebral cortex, and spinal cord. Therefore, therapeutic modulation of this gene 
product may be useful in the treatment of central nervous system disorders such as 
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Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, schizophrenia and 
depression. 

Gcneral_screening_panel_vl.5 Summary: Ag6442 Highest expression of this 
gene is seen in skeletal muscle (CT=28). Expression of this gene is higher in adult (CT=28) 
5 as compared to the fetal skeletal muscle (CT=3 1 ). Therefore, expression of this gene may be 
used to distinguish fetal from adult skeletal muscle. 

In addition moderate to low levels of expression of this gene is also seen in all the 
regions of central nervous system, in tissues with metabolic/endocrine functions and in a 
number of cancer cell lines derived from melanoma, brain, colon, lung, and ovarian cancers. 
10 This expression pattern is consistent with the expression seen in panel 1 .4. See panel I A for 
further discussion on the utility of these genes. 

General_screening_panel_vl.6 
Summary: Ag6413/Ag6425/Ag6428/Ag6431/Ag6435/Ag6439/Ag6964 Eight experiments 
with seven different probe and primer sets are in very good agreement. Highest expression 
15 of this gene is detected in a ovarian cancer IGROV-1 cell line and brain cancer SNB-19 cell 
lines (CTs=25-33.7). In addition, consistent with expression seen in panel 1.4, moderate to 
low levels of expression of this gene is also seen in all the regions of central nervous 
system, tissues with metabolic/endocrine functions, and number of cancer cell lines. See 
panel 1 .4 for further discussion of this gene. 

20 Ag6442 Expression of this gene is low/undetectable (CTs > 34.9) across all of the 

samples on this panel (data not shown). 

Panel 4.1D 

Summary: Ag4983/Ag6425/Ag6428/Ag6431/Ag6435/Ag6439/Ag6447 Seven 
experiments with different probe and primer sets are in excellent agreement. Highest 
25 expression of this gene is detected in both resting and cytokine activated astrocytes 

(CTs=22-34.5). Therefore, therapeutic modulation of this gene or the design of therapeutics 
with the encoded protein could be important in the treatment of multiple sclerosis or other 
inflammatory diseases of the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
30 and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 


755 


WO 03/023008 


PCT/US02/28596 


functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

5 Low levels of expression of this gene is also seen in liver cirrhosis. Therefore, 

antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. 

general oncology screening panel_v_2.4 Summary: Ag4983/Ag6442 Two 
experiments with different probe and primer sets are in excellent agreement. Highest 
10 expression of this gene is seen in normal colon (CTs=29-32). Expression of this gene in 
normal colon is higher than in the corresponding cancer samples (CTs=32-34). Therefore, 
expression of this gene may be used to distinguish between these two samples. 

Moderate expression of this gene is seen in both normal and cancer samples derived 
from colon, lung, bladder, prostate and kidney, as well as, in melanomas. Expression of this 
1 5 gene seems to be higher in kidney and lung cancers as compared to the corresponding 
nonnal adjacent samples. Therefore, expression of this gene may be used as marker to 
detect the presence of lung and kidney cancers. Furthermore, therapeutic modulation of this 
gene may be useful in the treatment of melanoma, colon, lung, bladder, prostate and kidney 
cancers. 

20 AZ. CG56054-19: Integrin alpha 7-like protein. 

Expression of gene CG56054-19 was assessed using the primer-probe sets Ag6442, 
Ag6424, Ag6425, Ag6428, Ag6430, Ag6431, Ag6439, Ag6440, Ag6391 and Ag6964, 
described in Tables AZA, AZB, AZC, AZD, AZE, AZF, AZG, AZH, AZ1 and AZJ. Results 
of the RTQ-PCR runs are shown in Tables AZK, AZL, AZM, AZN and AZO. 

25 Table AZA . Probe Name Ag6442 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5' - 

gatgtggacagtagggatagga-3 ■ 

22 

1951 

738 

Probe 

TET- 5 1 - 

ccacctgagcagcaggagcct-3 ■ - 
TAMRA 

21 

1990 

739 

Reverse 

5 • -gcgcagtccagggtg-3 ■ 

15 

2076 

740 
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Table AZB . Probe Name Ag6424 


Primers 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 ■ -ttgggttctgccagca- 3 • 

16 

641 

741 

\ Probe 

TET-5 ' - 

cacagctgccgccttctccc-3 1 - 
TAMRA 

20 

660 

742 

Reverse 

5 ' -aaaagcaaccccttccaa- 3 ' 

18 

723 

743 

Table AZC Probe Name Ac6425 

: ' 1 

i 

jPrimers 

Sequences jl 

i 

Length ]Start Position 

SEQ ID No 

^Forward 

5 * -cggatgcacaccccat-3 • 

6 h 

>573 

744 

« 

;Probe 

TET- 5 ' - 

catcccgagctgggcccc-3 • - 
TAMRA 

8 H : 

>605 

745 

Reverse 

5 ' -gccctggatgcccat-3 ' 

5 1: 

>624 

746 

Table AZD. Probe Name Ae6428 

jPrimers 

Sequences 

Length 

Start Position 

SEQ ID No 

i 

[Forward 

5 ' -cttcatctaccatgggagca- 
3 ' 

20 

1293 

747 | 

| 

jProbe 

i 

TET- 5 1 - 

ccttcacaggtgctggagggc- 
3 1 -TAMRA 

21 

1333 

748 

t — -* 

t 

jReverse 

5 ' -agggagtagccgaagctct- 
3 ' 

19 

1370 

749 


Table A2E . Probe Name Ag6430 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -gtgaccaacattgatagctcaga- 
3 1 

23 

742 

750 

Probe 

TET- 5 * - 

ccccgaccagctggtgtataaaactttg 
-3 ■ -TAMRA 

28 

765 

751 

Reverse 

5 ' -gggagccggtcagca-3 1 

15 

798 

752 


Table AZF . Probe Name Ag6431 
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{ 

I 

jPrimers 

... 

Sequences 

i *u ' Start 
Len S th jPosition 

SEQ ID No 

jForward 

5 • -aaacatcaccctggactgc-3 • 

19 j2070 

753 

j 

j Probe 

TET-5 1 - 

tggtgttcagctgcccactctacag- 
3 ' -TAMRA 

~ — -j 

i ; 
t 

25 bill 

I 

754 

Reverse 

5 • -ccgcgcggtcaaa-3 * 

13 ^2137 

755 


Table AZG . Probe Name Ag6439 


Primers jSequences 



Length 



Start Position 

SEQ ID No 

Forward | 5 [ "Ctgtggtggcagaaggagt- 

19 

2327 

756 

! |TET-5 1 - 

{Probe jccctggtgggtcatcctcctg- 

i 13 ' -TAMRA 

21 

2347 

757 

\ ! . 

■Reverse t K h 

1 jgaagaatcccatcttccacag-3 • 

21 

2413 

758 


Table AZH . Probe Name Ag6440 


Primers 

Sequences 

— : — — — — — ^^^^^ 

Length 

Start Position 

SEQ ID No 

Forward 

5 • -accatcctgaggaacaactg- 
3' 

20 

2530 

759 

Probe 

TET-5 * - 

ctgacgggcatcccgagct-3 • - 
TAMRA 

19 

2597 

760 

Reverse 

5 ' -ccctggatgcccatc-3 ' 

15 

2623 

761 


Table AZi . Probe Name Ag6391 


Primers 

i 

Sequences 

Length 

Start Position 

SEQ ID No 

Forward 

5 • - tgcctccagggcctg-3 ' 

15 

1892 

762 

Probe 

TET-5 ' - 

ctcccaggcccaacatcctcca- 
3 » -TAMRA 

22 

1925 

763 

Reverse 

5* -cgcctcctatccctactgtc- 
3* 

20 

1957 

764 

Table AZJ. Probe Name Ag6964 

Primers {Sequences 

Length 

Start Position 

SEQ ID No 

Forward \s * -ggccccagacatgca-3 ' 

15 

2156 

765 
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i 

jTET-5 • - 




Probe 

jactctacagctttgaccgcgcgg- 

23 

2127 

766 


;3 ' -TAMRA 


j 

J 

Reverse 

i .... 

\S' -gccaactgtgtggtgttca-3 • 

19 

J2I0I 

767 


Table AZK . CNSjieurodegeneration_vl.0 


Tissue 
Name 

Rel. 

Exp.(%) 
Ag6425, 
Run 

266937076 

Rel. 

Exp.(%) 
Ag6428 t 
Run 

266937081 

Rel. 

Exp.(%) 
Ag6430, 
Run 

266937085 

Rel. 

Exp.(%) 
Ag6431, 
Run 

268030722 

Rel. 

Exp.(%) 
Ag6439, 
Run 

269254002 

Rel. 

Exp.(%) 
Ag6440, 
Run 

269254003 

Rel. 

Exp.(%) 
Ag6442, 
Run 

264979298 

AD 1 Hippo 

24.1 

18.0 

20.0 

18.8 

21.6 

18.9 

19.2 

AD 2 Hippo 

48.0 

32.3 

48.0 

28.7 

28.9 

61.1 

49.7 

AD 3 Hippo 

6.5 

3.7 

11.6 

7.5 

6.1 

9.7 

20.4 

AD 4 Hippo 

13.8 

10.7 

17.1 

18.8 

17.6 

23.3 

5.6 




J7.4 

38 4 

42.6 

34.6 

57.4 

AD 6 Hippo 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

90.1 

Control 2 
Hippo 

10.6 

18.7 

17.9 

29.5 

32..D 


Zo.D 

Control 4 
Hippo 

51.8 

27.0 

38.4 

32.3 

37.9 

54.7 

86.5 

Control 
(Path) 3 
Hippo 

9.8 

4.6 

10.2 

6.0 

6.4 

5.8 

0.0 

AD 1 

Temporal 

Ctx 

10.1 

12.9 

12.1 

17.1 

24.5 

12.6 

16.8 

AD 2 

Temporal 

Ctx 

33.7 

31.0 

36.6 

39.8 

27.5 

59.0 

21.6 

AD 3 

Temporal 

Ctx 

0.0 

6.0 

11.7 

11.3 

9.0 

17.1 

5.7 

AD 4 

Temporal 

Ctx 

12.8 

20.2 I 

15.6 

25.3 

30.4 

29.9 

8.7 

AD5Inf 
Temporal 
Ctx 

59.0 

39.2 

43.8 

36.3 

41.8 

41.8 

73.7 
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5 

AD 5 Sup 
•Temporal 

ictx 

21.9 

42.0 

56.6 

32.3 

38.7 

39.2 

55.9 

AD 6 Inf 
Temporal 
Ctx 

73.7 

49.3 

40.9 

46.7 

47.6 

48.6 

76.8 

AD 6 Sup 
Temporal 
|Ctx 

50.3 

48.3 

44.1 

50.3 

50.3 

17.0 

59.9 

jControl I 
Temporal 
ICtx 

11.9 

12.9 

11.9 

15.6 

24.0 

23.3 

46.7 

Control 2 
Temporal 
Ctx 

18.6 

18.2 

16.7 

17.4 

14.9 

43.5 

50.0 

Control 3 
Temporal 
Ctx 

6.0 

9.6 

13.0 

14.5 

16.5 

9.2 

9.5 

Control 3 
Temporal 
Ctx 

25.7 

15.2 

18.9 

13.1 

23.8 

30.1 

13.6 

Control 
(Path) 1 
Temporal 
Ctx 

18.0 

27.0 

32.5 

30.6 

39.8 

51.1 

46.0 

Control 
(Path) 2 
Temporal 
Ctx 

18.4 

16.0 

19.5 

20.4 

24.8 

7.2 

0.0 

Control 
(Path) 3 
Temporal 
Ctx 

5.6 

7.5 

12.9 

10.9 

11.9 

.-_ , 

9.9 

31.0 

Control 
(Path) 4 
Temporal 
Ctx 

16.8 

17.1 

19.8 

18.2 

21.6 

14.9 

39.5 

AD 1 

Occipital Ctx 

11.9 

10.2 

16.2 

11.5 

16.0 

5.8 

6.3 

AD 2 

Occipital Ctx 
(Missing) 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

AD 3 

Occipital Ctx 

8.3 

6.4 

11.7 

8.8 

10.2 

7.8 

4.9 
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AD 4 

Occipital Ctx 

5.8 

13.0 

12.6 

17.9 

18.6 

35.4 

II. 1 

AD 5 

Occipital Ctx 

25.2 

25.3 

16.7 

22.5 

22.7 

16.6 

42.3 

AD6 

Occipital Ctx 

19.8 

20.2 

17.8 

17.0 

22.1 

23.5 

14.8 

Control 1 
Occipital Ctx 

6.6 

6.0 

11.3 

8.7 

7.2 

15.2 

8.8 

Control 2 
Occipital Ctx 

15.7 

26.4 

24.8 

33.2 

29.3 

35.8 

82.4 

Control 3 
Occipital Ctx 

^ 7 

j " " - 

in 7 


17 1 

19 2 

4.4 

8.8 

Control 4 
Occipital Ctx 

21.6 

12.0 



12.1 

12.6 

13.6 ! 

12.9 

24.0 

Control 
(Path) 1 
Occipital Ctx 

28.3 

35.6 

32.8 

36.1 

39.5 

22.4 

J 00.0 

Control 
(Path) 2 
Occipital Ctx 

49.7 

6.7 

9.6 

7.9 

7.0 

5.0 

9.3 

Control 
(Path) 3 
Occipital Ctx 

0.0 

5.4 

8.4 

6.0 

5.9 

6.7 

4.1 

Control 
(Path) 4 
Occipital Ctx 

6.6 

.. _ . r , 

13.2 

15.9 

10.2 

11.4 

11.9 

32.8 

Control 1 
Parietal Ctx 

8.8 

8.8 

15.2 

16.3 

15.7 

33.2 

9.2 

Control 2 
Parietal Ctx 

14 5 



28 3 

37.1 

17.4 

28.1 

Control 3 
Parietal Ctx 

19.9 

11.5 

14.5 

8.7 

10.8 

21.6 

9.1 

Control 
(Path) 1 
Parietal Ctx 

37.6 

34.2 

33.4 

39.2 

37.9 

47.3 

69.3 

Control 
(Path) 2 
Parietal Ctx 

16.6 

19.6 

20.0 

22.5 

18.7 

17.1 

37.6 

Control 
(Path) 3 
Parietal Ctx 

0.0 

3.9 

15.0 

7.1 

12.0 

11.7 

10.4 


761 


WO 03/023008 


PCTYUS02/28596 


Control 








(Path) 4 

18.2 

24.8 

28.3 

8.8 

27.9 

29.3 

27.5 

Parietal Ctx 









Table AZL . General_screening_panel_vl.5 


Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 
264979530 

Tissue Name 

Rel. Exp.(%) 
Ag6442, Run 

Adipose 

3.2 

Renal ca. TK-10 

0.8 

Melanoma* Hs688(A).T 

0.5 

Bladder 

2.1 

Melanoma* Hs688(B).T 

0.5 

Gastric ca. (liver met.) 

INCl-INo / 

0.7 

Melanoma* Ml 4 

0.7 

oastnc ca. iw\ i u in 

fi 7 
U.Z 

Melanoma* LOXIMV1 

A A 

colon ca. ow-y4o 

n i 

v. 1 

Melanoma* bK-MbL-5 

O A 

o.9 

r^~\ nrk „ 0 CUM OA 

colon ca. ow**ou 

17 7 

Squamous cell carcinoma 
SCC-4 

0.0 

colon ca. W'fou meij 
SW620 

7.9 

Testis Pool 

3.5 

Colon ca. HT29 

0.5 

Prostate ca.* (bone met) 
PC-3 

0.1 

Colon ca. HCT-116 

2.4 

Prostate Pool 

3.1 

Colon ca. CaCo-2 

10.2 

Placenta 

0.4 

Colon cancer tissue 

10.7 

Uterus Pool 

5.4 

Colon ca. SW1 1 16 

1.3 

Ovarian ca. OVCAR-3 

0.4 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.1 

Colon ca. SW-48 

0.7 

Ovarian ca. OVCAR-4 

A 1 

0.3 

colon rOOl 


Ovarian ca. OVCAR-5 

0.8 

Small Intestine Pool 

5.2 

Ovarian ca. IGROV-1 

66.0 

Stomach Pool 

4.3 

Ovarian ca. OVCAR-8 

11.2 

Bone Marrow Pool 

3.3 

Ovary 

2.0 

Fetal Heart 

7.6 

Breast ca. MCF-7 

0.1 

Heart Pool 

13.3 

Breast ca. MDA-MB-231 

0.2 

Lymph Node Pool 

7.1 

Breast ca. BT 549 

0.4 

Fetal Skeletal Muscle 

16.5 

Breast ca.T47D 

0.0 

Skeletal Muscle Pool 

100.0 

Breast ca. MDA-N 

0.5 

Spleen Pool 

1.9 
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Breast Pool 

7.4 

Thymus Pool 

5.5 

Trachea 

: ~ 

2.4 

CNS cancer (glio/astro) 
U87-MG 

7.4 

jLung 

3.5 

CNS cancer (glio/astro) 
U-I18-MG 

2.6 

h • ■».,..-. "" ,|7 " '" ,nir 

| Fetal Lung 

3.8 

CNS cancer (neuro;met) 
SK-N-AS 

1.2 

Lungca. NCI-N417 

]CNS cancer (astro) SF- 
16 |539 

0.2 

:Lung ca. LX-1 

jCNS cancer (astro) SNB- 

6.7 

i 

iLungca. NCI-H146 

0.4 

CNS cancer (glio) SNB- 
19 

63.7 

L>Ullg Id. jnr*/ / 

\ 

2.0 ]CNS cancer (glio) SF-295 

4 0 

i 

;Lungca. A549 

0.2 

Brain (Amygdala) Pool 

5.0 

jLung ca. NCI-H526 

0.6 

Brain (cerebellum) 

3.3 

Lungca. NCI-H23 

2.0 jBrain (fetal) 

1.9 

Lungca. NCI-H460 

i — 

n JBrain (Hippocampus) 
UJ JPool 

5.7 

1 nno rn HOP fk) 
Lung td. nvr-oz 

■i 

0.6 jCerebrai Cortex Pool 

4 6 

Lungca. NCI-H522 

]Brain (Substantia nigra) 
1,1 JPool 

5.1 

Liver 

™ "1"" 

0.2 iBrain (Thalamus) Pool 

3.7 

Fetal Liver 

0.2 1 

Brain (whole) 

3.2 

Liver ca. HepG2 

0.0 ! 

Spinal Cord Pool 

9.0 

Kidney Pool 

15.6 

Adrenal Gland 

3.1 

Fetal Kidney 

1.0 

Pituitary gland Pool 

0.7 

Renal ca. 786-0 

0.2 

Salivary Gland 

0.7 

Renal ca. A498 

0.2 

Thyroid (female) 

1.0 

Renal ca. ACHN 

0.2 

Pancreatic ca. CAPAN2 

0.5 

Renal ca. UO-31 

0.4 

Pancreas Pool 

8.8 
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r 

Tissue 
Na me 

Rel. 

1? , ~ to/ 
lL\p.(v» 

) 

Ag6424, 
Run 
2772217 
19 

Rel. 

EVw /<>/ 
) 

Ag6425, 
Run 

2772217 
21 

Rel. 

p vn /o/ 
t,\p.( /o 

) 

Ag6428, 
Run 

2772224 
39 

Rel. 

Vvrs SO/ 

KsXp.y /o 
) 

Ag6430, 
Run 
2772224 
43 

Rel. 

HAp.^ /o 

) 

Ag6431, 
Run 

2776335 
68 

Rel. 

P vn (OS 

) 

Ag6431, 
Run 
2783893 
90 

Rel. 

) 

Ag6439, 
Run 
2772231 
75 

Rel. 

F\n (% 

ELi\^J»\ fO 

) 

Ag6440, 
Run 

2772231 
77 

Rel. 

) 

Ag6964, 
Run 

2783889 
46 

Adipose 

0.0 

2.6 

20.0 

8.2 

17.4 

13.8 

17.3 

3.7 

18.8 

Melanoma* ; 
Hs688(A)T 

0.0 

0.0 

2.0 

0.5 

0.8 

0.9 

0.4 

0.0 

0.7 

Melanoma* 
Hs688(B).T 

0.0 

0.2 

4.1 

0.6 

2.5 

2.2 

2.9 

0.8 

2.4 

Melanoma* 
M14 

0.0 ; 

0.0 

0.7 

0.7 

0.4 

0.4 

0.4 

0.0 

0.7 

Melanoma* 
LOXIMVI i 

0.0 

0.0 

0.1 

0.0 

0.0 

0.0 

0.0 

0.0 

0.1 

Melanoma* 
SK-MEL-5 I 

0.0 

2.2 

30.4 

22.5 

18.2 

14.6 

18.3 

3.0 

15.9 

Squamous 
cell 

carcinoma 
SCC-4 

0.0 

0.0 

0.1 

0.3 

0.1 

0.2 

0.0 

0.0 

0.1 

Testis Pool 

0.0 

3/5 

8.8 

4.2 

10.4 

9.0 

9.1 

3.0 

9.9 

Prostate ca.* 
(bone met) ; 
PC-3 

0.0 

0.5 

2.5 

1.0 

1.9 

1.8 

1.3 

1.2 

4.3 

Prostate Pool 

0.0 

1.0 

11.5 

8.5 

11.3 

12.1 

28.5 

2.1 

10.0 

Placenta 

0.0 

0.0 

0.7 

0.1 

0.1 

0.1 

0.5 

0.0 

0.4 

Uterus Pool 

0.0 

1.5 

4.5 

2.6 

4.6 

4.5 

5.3 

2.3 

4.1 

Ovarian ca. 
OVCAR-3 

0.0 \ 

0.3 

1.1 

0.8 

0.7 

1.1 

1.6 

0.4 

4.0 

Ovarian ca. 
SK-OV-3 

0.0 

0.2 

1.7 

1.5 

0.8 

0.9 

1.3 

0.5 

1.7 

Ovarian ca. 
OVCAR-4 

0.0 

0.0 

0.9 

0.5 

0.4 

0.8 

0.9 

0.0 

0.5 

Ovarian ca. 
OVCAR-5 

0.0 

1.3 

2.9 

1.5 

1.3 

1.7 

1.4 

4.2 

7.9 

Ovarian ca. 
IGROV-1 

100.0 

100.0 

77.9 

90.8 

84.7 

97.9 

69.3 

100.0 

75.8 
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;Ovanan ca. 
iOVCAR-8 

5.6 

21.9 

14.0 

11.9 

15.6 

14.6 

17.3 

j 

18.2 | 

16.7 

lOvary 

0.0 

0.3 

5.2 

2.1 

3.1 

2.3 

2.8 

0.8 

2.4 

j 

Breast ca. 
[MCF-7^ 

0.0 

0.0 

0.3 

0.4 

0.1 

0.2 

0.5 

0.3 

0.5 

iBreast ca. 

_ 

MDA-MB- 

|23l 

... 

0.0 

0.0 

0.4 

0.4 

0.2 

0.2 

0.2 

0.0 

0.3 

;Breast ca. 
|BT 549 

A A 

u.u 

n a 
U.U 

A < 

U.J ; 

a 'i 
U.J 

A 1 
U. 1 



0 ft 

U.v/ 

0 4 

1 

iBreast ca. 
;T47D 

0.0 

0.0 

0.5 

0.3 

0.2 

0.3 

0.4 

0.3 

0.5 

jBreast ca. 
Imda-N 

0.0 

0.0 

0.7 

0.7 

0.6 

0.6 

0.6 

0.3 

0.8 

|BreastPool 

0.0 

4.1 

21.8 

19.5 

14.6 

10.7 

12.2 

3.5 

16.7 

Trachea 

0.0 

0.7 

8.4 

2.9 

4.8 

4.2 

4.7 

1-4 

5.6 

Lung 

0.0 

0.7 

2.3 

1.3 

4.2 

3.2 

3.9 

5.3 

5.1 

Fetal Lung 

0.0 

0.3 

9.1 

4.0 

5.0 

4.8 

5.3 

2.9 

6.1 

Lung ca. 
NC1-N417 

2.0 

0.9 

3.5 

2.7 

3.3 

2.6 

4.0 

2.o ; 

2.3 

Lungca. 
LX-I 

3.1 

2.7 

6.5 

7.0 

5.0 

3.5 

4.9 

6.3 

44.1 

Lung ca. 
NCI-HI 46 

0.0 

0.0 

0.3 

0.5 

0.1 

0.2 

0.1 

0.0 

0.1 

Lung ca. 
SHP-77 

2.3 

0.4 

6.8 

6.3 

5.3 

4.5 

4.5 

0.8 

3.8 

Lung ca. 
A549 

0.0 

2.6 

0.9 

0.3 

0.0 

0.4 

0.6 

2.2 

4.7 

Lung ca. 
NCI-H526 

0.0 

0.0 

0.9 

0.7 

0.6 

0.3 

0.4 

0.3 

0.5 

Lung ca. 
NCI-H23 

0.0 

1.0 

4.6 

4.5 

4.8 

3.2 

2.9 

2.3 

10.3 

Lung ca. 
NCI-H460 

0.0 

0.0 

0.2 

0.2 

0.1 

0.3 

0.0 

0.0 

0.3 

Lung ca. 
HOP-62 

0.0 

0.0 

0.5 

0.6 

1.0 

0.6 

0.5 

0.0 

0.7 

Lung ca. 
NCI-H522 

0.0 

0.6 

2.3 

2.4 

1.7 

1.3 

3.3 

2.5 

8.9 
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Liver 

0.0 

0.0 

1 

0.0 [0- 1 

0.0 

0.0 

0.1 

0.4 

2.0 

Fetal Liver 

0.0 

0.3 

1.1 |o.6 

0.6 

0.5 

0.8 

0.8 

8.2 

Liver ca. 
HepG2 

0.0 

0.3 

0.2 

0.1 

A A 

0.0 

0.2 

A I 

0.1 

A A 

0.9 

LA 

Kidney Pool 

6.5 

0.0 

47.0 

34.9 

33.9 

28.1 

43.2 

14.6 

32.8 

Fetal Kidney 

0.0 

0.0 

4.9 

5.1 

4.1 

4.0 

5.8 

3.4 

11.5 

Renal ca. 
786-0 

0.0 

0.0 

v.z 

n o 
u.z 

0.3 

0.1 

0.3 

0.0 

0.9 

Renal ca. 
A498 

0.0 

1.8 

0.2 

0.1 

0.0 

0.3 

0.5 

3.8 

8.5 

Renal ca. 
ACHN 

0.0 

0.5 

2.5 

0.7 

1.7 

1.5 

1.2 

0.5 

2.5 

Renal ca. 
UO-31 

0.0 

0.0 

0.5 

0.3 

0.2 

0.2 

0.6 

0.0 

0.3 

Renal ca. 
TK-IO 

0.0 

0.4 

3.1 

2.5 

2.0 

1.9 

2.1 

0.5 

4.6 

Bladder 

0.0 

0.0 

5.9 

3.0 

5.5 

5.1 

8.3 

0.9 

6.7 

Gastric ca. 
(liver met.) 
NCI-N87 

0.0 

0.0 

1.7 

1.7 

0.9 

1.2 

1.1 

0.8 

6.7 

Gastric ca. 
KATOIII 

0.0 

0.5 

0.8 

0.4 

0.2 

0.3 

0.4 

0.4 

0.9 

Colon ca. 
SW-948 

0.0 

1.5 

0.2 

0.0 

0.2 

0.2 

0.3 

2.2 

1.2 

Colon ca. 
SW480 

9.5 

5.2 

41.8 

39.0 

27.0 

23.3 

23.0 

6.3 

33.7 

Colon ca.* 
(SW480 
met) SW620 

7.7 

4.8 

16.4 

15.5 

12.8 

10.3 

6.1 

7.2 

25.0 

Colon ca. 
HT29 

0.0 

0.0 

0.0 

0.0 

0.2 

0.2 

0.0 

0.3 

0.3 

Colon ca. 
HCT-116 

1.6 

0.2 

3.2 

3.8 

2.5 

2.0 

2.1 

0.6 

4.3 

Colon ca. 
CaCo-2 

10.4 

3.6 

27.0 

22.2 

19.1 

16.7 

18.3 

6.5 

38.2 i 

Colon cancer 
tissue 

0.0 

3.3 

11.0 

6.5 

11.9 

7.6 

7.7 

4.4 

20.4 

Colon ca. 
SW1116 

0.0 

3.0 

2.5 

1.7 

2.0 

1.5 

1.8 

2.1 

6.0 
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Colon ca. 
Colo-205 

0.0 

0.4 

0.3 

0.2 

0.2 

0.0 

0.2 

1.3 

0.8 

Colon ca. 
SW-48 

0.0 

3.6 

1.4 

1.3 

1.5 

1.5 

1.4 

3.0 

2.6 

Colon Pool 

0.0 

5.0 

28.1 

28.7 

23.2 

18.7 

25.5 

8.1 

20.6 

Small 

Intestine 

Pool 

0.0 

1.7 

17.1 

10.5 

11.2 

13.0 

12.8 

2.0 

10.4 

Stomach 
Pool 

0.0 


1 A *> 

I4.j 

6.2 

9.5 

9.3 

Q ^ 
O.J 


1 n 7 
1 u. / 

Bone 

Marrow Pool 

0.0 

1.6 

14.3 

11.3 

10.2 

8.7 

18.7 

3.5 

12.5 

Fetal Heart 

0.0 

2.3 

25.5 

24.3 

24.5 

21.8 

33.7 

8.6 

20.7 

Heart Pool 

5.2 

7.0 

29.7 

230 

25.9 

17.2 

33.7 

10.7 

26.1 

Lymph Node 
Pool 

0.0 

6.1 

33.7 

30.4 

22.1 

23.7 

19.9 

6.7 

24.7 

Fetal 

Skeletal 

Muscle 

36.9 

5.2 

54.3 

46.7 

48.6 

46.3 

19.1 

19.2 

50.7 

Skeletal 
Muscle Pool 

12.3 

9.2 

29.3 

21.5 

29.5 

25.9 

22.1 

22.7 

32.3 

Spleen Poo! 

0.0 

0.0 

1.9 

2.0 

2.0 

17 

2.7 

■„.„•«--.-, .... 

0.6 

3.1 

Thymus 
Pool 

0.0 

2.0 

10.4 

7.5 

8.1 

9.4 

7.7 

3.1 

7.0 

PMC r"in^or 

i^iNa cancer 

(glio/astro) 

U87-MG 

1.6 

1.5 

14.9 

6.1 

10.7 

10.0 

10.9 

2.2 

14.1 

v^rN^ cancer 

(glio/astro) 

U-118-MG 

0.0 

0.3 

4.7 

2.9 

3.8 

3.1 

3.8 

0.8 

5.8 

CNS cancer 
(neuro;met) 
SK-N-AS 

0.0 

0.0 

2.6 

1.7 

2.1 

1.0 

1.4 

0.5 

2.6 

CNS cancer 
(astro) SF- 
539 

0.0 

0.0 

0.0 

0.2 

0.1 

0.2 

0.1 

0.2 

0.1 

CNS cancer 
(astro) SNB- 
75 

1.9 

1.1 

14.9 

5.9 

6.5 

10.0 

11.7 

2.8 

9.7 
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! — — 

£NS cancer 
l(glio) SNB- 
119 

84.1 

79.0 

100.0 

100.0 

100.0 

1 00.0 

100.0 

97.9 

100.0 

i 

jCNS cancer 
j(glio) SF- 
]295 

1.8 

0.0 

11.3 

9.0 

8.0 

7.8 

8.2 

1.5 

14.8 

jBrain 

J( Amygdala) 
jPooi 

2.3 

0.8 

7.7 

6.9 

6.2 

4.8 

8.0 

4.4 

5.3 

, L L 

; 

i Brain 

! 

i(cerebellum) 

6.6 

0.4 

19.8 

11.1 

10.7 

9.7 

8.8 

1.2 

9.7 

Brain (fetal) 

3.0 

0.7 

12.7 

11.5 

6.6 

5.6 

6.8 

2.1 

6.4 

Brain 

(Hippocamp 
us) Pool 

3.1 

3.2 

11.7 

11.0 

8.6 

6.9 

11.0 

4.3 

10.2 

Cerebral 
Cortex Pool 

1.7 

0.6 

11.0 

7.5 

7.5 

0.7 

11.6 

2.0 

8.7 

Brain 

(Substantia 
nigra) Pool 

1.8 

2.2 

11.7 

8.5 

10.4 

4.7 

10.0 

2.0 

9.3 

Brain 

(Thalamus) 
Pool 

0.0 

2.7 

13.2 

10.0 

9.3 

0.2 

9.7 

2.8 

8.7 

Brain 

(whole) i 

0.0 

0.4 

10.6 

8.0 

5.8 

0.3 

5.6 

1.9 

8.7 

Spinal Cord 
Pool 

3.2 

2.3 

14.7 

12.8 

11.0 

7.6 

12.2 

4.2 

9.0 

Adrenal 
Gland 

0.0 

0.3 

9.9 

6.1 

3.9 

3.7 

4.8 

0.9 

4.1 

Pituitary 
gland Pool 

0.0 

0.0 

1.1 

0.8 

1.2 

1.1 

1.4 

0.6 

0.5 

Salivary 
Gland 

0.0 

0.0 

1.8 

1.1 

1.3 

0.9 

1.1 

0.0 

1.0 

Thyroid 
(female) 

0.0 

0.3 

3.1 

0.8 

2.5 

2.5 

1.9 

1.3 

2.3 

Pancreatic 
ca. CAPAN2 

0.0 

0.0 

0.8 

0.8 

0.7 

0.6 

0.7 

0.6 

2.2 

Pancreas 
Pool 

0.0 

0.0 

2.0 

1.1 

1.1 

1.6 

3.2 

1.0 

2.3 


Table AZN . Panel 4. ID 
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jTissue Name 

Rel. 

Exp.(%) 
Ag6425, 

Run 

268713999 

Rel. 

Exp.(%) 
Ag6428, 

Run 

rvun 

268767535 

Rel. 

Exp.(%) 
Ag6430, 

Run 

268767563 

Rel. 

Exp.(%) 
Ag6431, 

Run 

268767577 

Rel. 

Exp.(%) 
Ag6439, 
Run 

268760823 

Rel. 

Exp.(%) 
Ag6440, 
Run 

268760825 

i 

jSecondary Th 1 act 

0.0 

1.3 

0.0 

0.7 

0.0 

0.0 

i 

(Secondary Th2 act 

0.0 

1.2 

0.0 

0.8 

0.0 

0.0 

i 

jSecondary Trl act 

0.0 

0.0 

0.0 

0.7 

0.0 

0.0 

iSecondary Thl rest 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

! 

jSecondary Th2 rest 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

i 

[Secondary Trl rest 

0.0 

0.4 

0.0 

0.0 

0.0 

0.0 

jprimaryThl act 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

jilllllcliy 1 W^. all 

ft ft 
\J.\J 

ft ■? 

Kim J 

0 0 

0.4 

0.0 

0.0 

Primary Trl act 

0.0 

0.7 

0.0 

0.7 

0.0 

0.0 

Primary Thl rest 

0.0 

0.1 

0.0 

0.3 

1.2 

0.0 

; Primary Th2 rest 

0.0 

0.4 

0.0 

0.2 

0.0 

0.0 

jPrimaryTrl rest 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

r ___ ; m — ^ 

jCD45RA CD4 
jlymphocyte act 

0.0 

5.4 

0.0 

2.4 

2.6 

0.0 

CD45RO CD4 
lymphocyte act 

0.0 

1.5 

0.0 

0.7 

2.3 

0.0 

CD8 lymphocyte act 

0.0 

0.7 

0.0 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

0.0 

8.8 

0.0 

0.0 

0.0 

0.0 

Secondary CD8 
lymphocyte act 

0.0 

0.4 

0.0 

0.3 

0.0 

0.0 

CD4 lymphocyte 
none 

0.0 

0.5 

0.0 

0.4 

0.0 

0.0 

2ry 

ThlAWm anti- 
CD95 CH11 

0.0 

0.0 

0.0 

0.0 

1.2 

0.0 

LAK cells rest 

2.7 

11.8 

0.1 

3.8 

15.2 

0.0 

LAK cells IL-2 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells IL-2+IL- 
12 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 
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jLAK cells IL-2+IFN 
gamrna 

0.0 

j 

0.0 jO.O 

0.0 

0.0 

0.0 

LAK cells IL-2+ 1L- 
18 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

LAK cells 
PMA/ionomvcin 

■ 1 T li \f IV/UVIM F VIII 

15.7 

15.1 

0.1 

6.3 

9.0 

52.9 

NK Cells IL-2 rest 

0.0 

3.4 

0.0 

2 5 

*" J 

1.4 

0.0 

Two Wav MLR 3 
day 

0.0 

2.2 

0.0 

1.3 

1.4 

0.0 

Two Way MLR 5 
day 

0.0 

0.8 

0.0 

0.9 

0.0 

0.0 

Two Way MLR 7 
day 

13.2 

1.1 

0.0 

2.6 

3.7 

0.0 

PBMC rest 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

PBMC PWM 

0.0 

1.3 

0.0 

0.0 

0.0 

0.0 

PBMC PHA-L 

0.0 

0.6 

0.0 

0.7 

0.0 

0.0 

Ramos fB celH none 

0.0 

u.u 

A A * 
u.u 

0.0 

0.0 

0.0 

Ramos (B cell) 
ionomvcin 

1 \Jl 1 ul 1 1 J VIII 

0.0 

0.7 

0.0 

0.2 

0.0 

0.0 

B lymphocytes 
PWM 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

B lymphocytes 
CD40L and IL-4 

0.0 

0.9 

0.0 

00 

0.0 

0.0 

EOL-1 dbcAMP 

9.1 

29.1 

0.1 

8.1 

68.8 

0.0 

EOL-1 dbcAMP 
PMA/ionomycin 

0.0 

0.0 

0.0 

2.7 

1.8 

0.0 

Dendritic cells none 

I J.o 

4.1 

0.0 

< 1 

J.J 

A A 
u.u 

a n 
u.u 

uenontic ceils Lro 

A A 

u.u 

1.0 

0.0 

U. / 

n a 
u.u 

u.u 

Dendritic cells anti- 
CD40 

3.3 

0.5 

0.0 

0.2 

0.0 

0.0 

Monocytes rest 

0.0 

0.4 

0.0 

0.0 

0.0 

0.0 

Monocytes LPS 

0.0 

5.7 

0.0 

1.8 

2.6 

0.0 

Macrophages rest j 

0.0 

0.6 

0.0 

0.6 

0.0 

0.0 

Macrophages LPS 

0.0 

5.4 

0.1 

6.3 

9.2 

0.0 

HUVEC none 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC starved 

0.0 

0.0 

0.0 

0.3 

0.0 

0.0 
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HUVECIL-lbeta 

0.0 

1 

0.0 10.0 

0.5 

0.0 

0.0 

HUVEC I FN 
gamma 

0.0 

o.o lo.o 

0.0 

0.0 

0.0 

HUVEC TNF alpha 
+ 1 FN gamma 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HUVEC TNF alpha 
+ 1L4 

0.0 

0.0 

0.0 

0.4 

0.0 

0.0 

HUVEC IL-1 1 

0.0 

0.4 

0.0 

0.3 

0.0 

0.0 

Lung Microvascular 
EC none 

0.0 

» 

0.4 jO.O 

0.0 

0.0 

0.0 

Lung Microvascular 
EC TNFalpha +IL- 
lbeta 

0.0 

0.0 

0.0 

i 

0.0 

0.0 

_.. ._ 

0.0 

Microvascular 
Dermal EC none 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Microsvasular 
Dermal EC 
TNFalpha + IL- 
Ibeta 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Bronchial 
epithelium 
TNFalpha + IL1 beta 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 

epithelium none 
^ — — — 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Small airway 
epithelium 
TNFalpha + IL- 
Ibeta 

ft 0 

0.0 

0.0 

O 0 

0 0 

0.0 

Coronery artery 
SMC rest 

0 0 

0.0 

0.0 

0.0 

0.0 

0.0 

Coronery artery 
SMC TNFalpha + 
lL-lbeta 

6.2 

0.3 

0.0 

1.5 

0.0 

0.0 

Astrocytes rest 

100.0 

100.0 

12.0 

100.0 

100.0 

100.0 

Astrocytes 
TNFalpha + IL- 
lbeta 

74.2 

97.3 

100.0 

74.7 

95.9 

95.3 

KU-8 12 (Basophil) 
rest 

0.0 

0.0 

0.0 

0.4 

0.0 

0.0 

KU-8 12 (Basophil) 
PMA/ionomycin 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 
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! 

CCD 1106 

(Keratinocytes) none 

0.0 

0.0 

i 

0.0 

0.8 

0.0 

0.0 

CCD1 106 
(Keratinocytes) 

TMC'ilrklia 4- II 

i Nraipna + il- 
lbeta 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Liver cirrhosis 

4.0 

z.o 

n a 
U.U 

O. / 

o.D 

U.U 

NCf-HZb/z none 

U.U 

1 "7 

U.U 

u.o 

n n 

U.U 

ft fl 

U.U 

NC1-H292 !L-4 

0.0 

0.0 

0.0 

0.5 

0.0 

0.0 

NCI-H292 IL-9 

0.0 

0.7 

0.0 

0.5 

0.0 

0.0 

NCI-H292 IL-13 

0.0 

0.9 

0.0 

0.9 

0.0 

0.0 

NCI-H292 IFN 
gamma 

0.0 

0.5 

0.0 

0.6 

0.0 

0.0 

HP A EC none 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

HPAECTNF alpha 
-HL-1 beta 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Lung fibroblast none 

31.4 

95.9 

0.2 

65.5 

94.0 

54.3 

Lung fibroblast TNF 
alpha + IL-1 beta 

22.2 

48.6 

0.1 

39.8 

62.9 

52.5 

Lung fibroblast IL-4 

19.1 

27.4 

0.1 

21.2 

34.9 

0.0 

Lung fibroblast IL-9 

23.5 

24.0 

0.1 

26.8 

96.6 

66.0 

Lung fibroblast IL- 
13 

*T. J 

1 l Q 

0 n 

10 4 

13.4 

0.0 

Lung fibroblast IFN 
gamma 

15 7 


0 2 

46.3 

89.5 

47.0 

Dermal fibroblast 
CCD1 070 rest 

0.0 

6.0 

0.0 

6.3 

4.1 

0.0 

Dermal fibroblast 
CCD 1070 TNF 
alpha 

0.0 

2.7 

0.0 

0.8 

2.3 

0.0 

Dermal fibroblast 
CCD1070 IL-1 beta 

0.0 

5.6 

0.0 

1.3 

0.0 

0.0 

Dermal fibroblast 
IFN gamma 

8.5 

30.6 

0.1 

20.2 

26.6 

0.0 

Dermal fibroblast 
IL-4 

4.1 

30.8 

0.1 

19.8 

25.5 

0.0 

— — — * 

Dermal Fibroblasts 
rest \ 

8.0 

54.3 

0.1 

46.7 

47.3 

0.0 
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i ' " ■ 

Neutrophils 
jTNFa+LPS 

0.0 

0.9 

0.0 

0.4 ! 0.0 

i 

0.0 

i 

{Neutrophils rest 

0.0 

0.0 

0.0 

0.3 jO.O 

0.0 

iColon 

4.0 

4.6 

0.0 

9.5 |8.4 

0.0 

jLung 

0.0 

2.8 

0.0 

4.6 

2.1 

0.0 

jlhymus 

0.0 

0.0 

0.0 

0.4 

2.4 

0.0 1 

jKidncy 

4.9 

7.8 

0.1 

9.7 <5.2 

0.0 


Table AZO . general oncology screening panel_v_2.4 


Jlissue Name 

Dpi Fvn 

Ag6442, Run 
264979180 

Tissue Name 

Rel Exn (%\ 
Ag6442, Run 
264979180 

i 

[Colon cancer 1 

22.7 

Bladder cancer NAT 2 

1.4 

Cnlnn eancpr NAT 1 

inn n 

Bladder cancer NAT 3 

4.8 

1 — , ^ 

iColon cancer 2 

0.0 

Bladder cancer NAT 4 

66.0 

Colon cancer NAT 2 

15.1 

Prostate adenocarcinoma 
1 

7.5 

Colon cancer 3 

2.8 

Prostate adenocarcinoma 
2 

8.0 

■ VTA T* ^ 

Colon cancer NAT 3 

40.1 

Prostate adenocarcinoma 
3 

9.0 

Colon malignant cancer 
4 

9.5 

Prostate adenocarcinoma ; 
4 

9.1 

Colon normal adjacent 
tissue 4 

0.9 

Prostate cancer NAT 5 

9.9 

Lung cancer 1 

6.6 

Prostate adenocarcinoma : 
6 

7.7 

Lung NAT I 

0.0 

Prostate adenocarcinoma 
7 

17.3 

Lung cancer 2 

15.9 

Prostate adenocarcinoma 
8 

0.0 

Lung NAT 2 

0.0 

Prostate adenocarcinoma 
9 

33.9 

Squamous cell 
carcinoma 3 

8.3 

Prostate cancer NAT 1 0 

4.9 

Lung NAT 3 

0.0 

Kidney cancer 1 

16.5 

metastatic melanoma 1 

49.0 

KidneyNAT 1 

7.2 
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Melanoma 2 

LI 

Kidney cancer 2 

73.7 

Melanoma 3 

13.8 

Kidney NAT 2 

19.2 

metastatic melanoma 4 

24.0 

Kidney cancer 3 

21.3 

metastatic melanoma 5 

31.4 

Kidney NAT 3 

11.4 

Bladder cancer 1 

2.1 

Kidney cancer 4 

25.7 

Bladder cancer NAT 1 

0.0 

Kidney NAT 4 

14.9 

Bladder cancer 2 

19.3 




CNS_neurodegeneration_vl.O 
Summary: Ag6425/Ag6428/Ag6430/Ag643I/Ag6439/ Ag6440/Ag6442 Seven 
experiments with different probe and primer sets are in excellent agreement. This panel 
confirms the expression of this gene at low levels in the brains of an independent group of 


5 individuals. However, no differential expression of this gene was detected between 
Alzheimer's diseased postmortem brains and those of non-demented controls in this 
experiment. See Panel 1 .4 for a discussion of this gene in treatment of central nervous 
system disorders. 

Ag6424/Ag639l Expression of this gene is low/undetectable (CTs > 35) across all 
10 of the samples on this panel (data not shown). 

General_screening_panel_vl.5 Summary: Ag6442 Highest expression of this 
gene is seen in skeletal muscle (CT=28). Expression of this gene is higher in adult (CT=28) 
as compared to the fetal skeletal muscle (CT=31). Therefore, expression of this gene may be 
used to distinguish fetal from adult skeletal muscle. 

15 In addition moderate to low levels of expression of this gene is also seen in all the 

regions of central nervous system, in tissues with metabolic/endocrine functions and in a 
number of cancer cell lines derived from melanoma, brain, colon, lung, and ovarian cancers. 
This expression pattern is consistent with the expression seen in panel 1 .4. See panel 1 .4 for 
further discussion on the utility of these genes. 

20 General_screening_panel_vl.6 Summary: Ag6424/ 

Ag6425/Ag6428/Ag6430/Ag6431/Ag6439/Ag6440/Ag6964 Nine experiments with seven 
different probe and primer sets are in very good agreement. Highest expression of this gene 
is detected in a ovarian cancer IGROV-1 cell line and brain cancer SNB-19 cell lines 
(CTs=25-33.7). In addition, consistent with expression seen in panel 1.4, moderate to low 
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levels of expression of this gene is also seen in all the regions of central nervous system, 
tissues with metabolic/endocrine functions, and number of cancer cell lines. See panel I A 
for further discussion of this gene. 

Ag6391 Expression of this gene is low/undetectable (CTs > 35) across all of the 
5 samples on this panel (data not shown). 

Panel 4.1D Summary: Ag6425/Ag6428/Ag6430/Ag6431/Ag6439/ Ag6440 Seven 
experiments with different probe and primer sets are in excellent agreement. Highest 
expression of this gene is detected in both resting and cytokine activated astrocytes 
(CTs=22-33.5). Therefore, therapeutic modulation of this gene or the design of therapeutics 
1 0 with the encoded protein could be important in the treatment of multiple sclerosis or other 
inflammatory diseases of the CNS. 

In addition, moderate to low levels of expression of this gene is also seen in resting 
and cytokine treated lung and dermal fibroblasts, as well as in normal tissues represented by 
colon, lung, thymus and kidney. Therefore, modulation of the gene product with a 
1 5 functional therapeutic may lead to the alteration of functions associated with these cell types 
and lead to improvement of the symptoms of patients suffering from autoimmune and 
inflammatory diseases such as asthma, allergies, inflammatory bowel disease, lupus 
erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Low levels of expression of this gene is also seen in liver cirrhosis. Therefore, 
20 antibodies or small molecule therapeutics could reduce or inhibit fibrosis that occurs in liver 
cirrhosis. 

Ag6424 Expression of this gene is low/undetectable (CTs > 35) across all of the 
samples on this panel (data not shown). 

general oncology screening panel_v_2.4 Summary: Ag6442 Two experiments 
25 with different probe and primer sets are in excellent agreement. Highest expression of this 
gene is seen in normal colon (CTs=29-32). Expression of this gene in normal colon is 
higher than in the corresponding cancer samples (CTs=32-34). Therefore, expression of this 
gene may be used to distinguish between these two samples. 

Moderate expression of this gene is seen in both normal and cancer samples derived 
30 from colon, lung, bladder, prostate and kidney, as well as, in melanomas. Expression of this 
gene seems to be higher in kidney and lung cancers as compared to the corresponding 
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normal adjacent samples. Therefore, expression of this gene may be used as marker to 
detect the presence of lung and kidney cancers. Furthermore, therapeutic modulation of this 
gene may be useful in the treatment of melanoma, colon, lung, bladder, prostate and kidney 
cancers. 

5 BA. CG88634-01: KIAA1219-like protein. 

Expression of gene CG88634-01 was assessed using the primer-probe set Ag3649, 
described in Table BAA. Results of the RTQ-PCR runs are shown in Tables BAB, BAC, 
BAD and BAE. 


Table BAA . Probe Name Ag3649 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5' -ccgcaagaattgaatcagtatc- 
3' 

22 

1055 

768 

Probe 

TET-5 ' - 

cctgccttaaacatctgcctcaaata 
-3 ' -TAMRA 

26 

1077 

769 

Reverse 

i 

5 * -catccaccagacagctgatt-3 1 |20 

1123 

770 


1 0 Table BAB . CNS_neurodegeneration_v 1 .0 


Tissue Name 

Rel. Exp.(%) 
Ag3649, Run 
211019464 

Tissue Name 

Rel. Exp.(%) 
Ag3649, Run 
211019464 

AD 1 Hippo 

12.1 

Control (Path) 3 
Temporal Ctx 

4.5 

AD 2 Hippo 

28.3 

Control (Path) 4 
Temporal Ctx 

40.9 

AD 3 Hippo 

6.7 

AD 1 Occipital Ctx 

12.2 

AD 4 Hippo 

7.5 

AD 2 Occipital Ctx 
(Missing) 

0.0 

AD 5 hippo 

100.0 

AD 3 Occipital Ctx 

6.7 

AD 6 Hippo 

47.6 

AD 4 Occipital Ctx 

24.7 

Control 2 Hippo 

25.2 

AD 5 Occipital Ctx 

20.0 

Control 4 Hippo 

9.2 

AD 6 Occipital Ctx 

46.3 

Control (Path) 3 Hippo 

7.5 

Control 1 Occipital Ctx 

6.7 

AD 1 Temporal Ctx 

18.6 

Control 2 Occipital Ctx 

52.1 
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j ' ' ■' " 

<AD 2 Temporal Ctx 

30.4 

Control 3 Occipital Ctx 

17.0 

AD 3 Temporal Ctx 

5.9 

Control 4 Occipital Ctx 

6.6 

AD 4 Temporal Ctx 

24.5 

Control (Path) 1 
Occipital Ctx 

73.2 

AD 5 Inf Temporal Ctx 

92.0 

Control (Path) 2 
Occipital Ctx 

10.9 

AD 5 SupTemporal Ctx 

48.0 

Control (Path) 3 
Occipital Ctx 

.>.-> 

AD o lnf lemporal Ctx 

51 .4 

Control (Path) 4 
Occipital Ctx 

I 8.4 

AD 6 Sup Temporal 
Ctx 

47.6 

Control 1 Parietal Ctx 

5.3 

Control 1 Temporal Ctx 

6.9 

Control 2 Parietal Ctx 

41.5 

Control 2 Temporal Ctx 

28.1 

Control 3 Parietal Ctx 

17.3 

Control 3 Temporal Ctx 

12.9 

Control (Path) 1 
Parietal Ctx 

65.1 

Control 4 Temporal Ctx 

6.9 

Control (Path) 2 
Parietal Ctx 

24.8 

Control (Path) 1 
Temporal Ctx 

57.0 

Control (Path) 3 
Parietal Ctx 

5.3 

Control (Path) 2 
Temporal Ctx 

36.3 

Control (Path) 4 
Parietal Ctx 

49.0 


Table BAC . General_screening_panel_vl .4 


Tissue Name 

Rel. Exp.(%) 
Ag3649, Run 
219798089 

Tissue Name 

Rel. Exp.(%) 
Ag3649, Run 
219798089 

Adipose 

14.5 

Renal ca. TK-10 

46.0 

Melanoma* Hs688(A)T 

31.9 

Bladder 

26.4 

Melanoma* Hs688(B).T 

25.9 

Gastric ca. (liver met.) 
NCI-N87 

99.3 

Melanoma* MI4 

31.6 

Gastric ca. KATO III 

83.5 ; 

Melanoma* LOXIMVI 

23.8 

Colon ca. SW-948 

5.9 

Melanoma* SK-MEL-5 

44.8 

Colon ca. SW480 

63.7 

Squamous cell carcinoma 
SCC-4 

15.6 

Colon ca.* (SW480 met) 
SW620 

41.2 

Testis Pool 

19.9 

Colon ca. HT29 

20.6 
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Prr><;t2tp * ^hnnp inet^ 

PC-3 

47.6 

Colon ca. HCT-116 

26.2 

Prostate Pool 

19.3 

Colon ca. CaCo-2 

87.1 

Placenta 

21.5 

Colon cancer tissue 

30.6 

Uterus Poo! 

12.3 

Colon ca. SW111 6 

7.9 

Ovarian ca. OVCAR-3 

73.7 

Colon ca. Colo-205 

7.0 

Ovarian ca. SK-OV-3 

51.8 

Colon ca. SW-48 

8.8 

Ovarian ca. OVCAR-4 

25.2 

Colon Pool 

28.3 

Ovarian ca. OVCAR-5 

44.1 

Small Intestine Pool 

22.2 

Ovarian ca. IGROV-1 

18.8 

Stomach Pool 

11.4 

Ovarian ca. OVCAR-8 

11.0 

Bone Marrow Pool 

16.0 

Ovary 

15.5 

Fetal Heart 

26.8 

Breast ca. MCF-7 

^ „ 

35.6 : 

Heart Pool 

14.0 

Orcdbl Ld. lVIL/r\-»Vl D - Z. J 1 

77 4 

I vmnh Node Pool 

29.7 

Breast ca. BT 549 

89.5 : 

Fetal Skeletal Muscle 

14.2 

Breast ca. T47D 

85.9 

Skeletal Muscle Pool 

13.5 

Breast ca. MDA-N 

25.2 

Spleen Pool 

17.0 

Breast Pool 

27.0 

Thymus Pool 

25.0 

Trachea 

23.5 

CNS cancer (glio/astro) 
U87-MG 

62.0 

Lung 

5.7 

CNS cancer (glio/astro) 
U-118-MG 

76.3 

Fetal Lung 

51.4 

CNS cancer (neuro;met) 
SK-N-AS 

63.7 

Lung ca. NC1-N4 I / 

5.1 

CNS cancer (astro) SF- 
539 

30.8 

Lungca. LX-I 

45.4 

CNS cancer (astro) SNB- 
75 

100.0 

Lungca. NCI-H146 

19.1 

CNS cancer (glio) SNB- 
19 

18.8 

Lungca. SHP-77 

28.5 

CNS cancer (glio) SF-295J84.1 

Lung ca. A549 

19.9 

Brain (Amygdala) Pool 

1 10.6 

Lungca. NCI-H526 

12.0 

Brain (cerebellum) 

65.5 

Lungca. NCI-H23 

64.6 

Brain (fetal) 

[36.3 
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jLungca. NCI-H460 

19.2 

Brain (Hippocampus) 

I OOI 

11.4 

11 uno WOP f\1 

o.Z 

i^ereurdi tuncA i uui 

1 0 0 

i y.v 

;Lungca. NCI-H522 

L— .,, ..... 

27.5 

oram ^uDsianua nigraj 
Pool 

10.0 

I 

•Liver 

3.0 

Brain (Thalamus) Pool 

22.4 

jFetal Liver 

16.6 

Brain (whole) 

20.9 

jLiverca. HepG2 

27.0 

Spinal Cord Pool 

11.3 

Kidney Pool 

26.1 

Adrenal Gland 

25.3 

Fetal Kidney 

34.2 

Pituitary gland Pool 

11.2 

Renal ca. 786-0 

25.5 

Salivary Gland 

9.5 

Renal ca. A498 

12.7 

Thyroid (female) 

6.0 

Renal ca. ACHN 

21.9 

Pancreatic ca. CAPAN2 

33.4 

Renal ca. UO-31 

0.0 

Pancreas Pool 

28.1 


Table BAD . Panel 4.1 D 


Tissue Name 

Rei. Exp.(%) 
Ag3649, Run 
169975759 

Tissue Name 

Rei. Exp.(%) 
Ag3649, Run 
169975759 

Secondary Thl act 

57.4 

HUVECIL-lbeta 

55.5 

Secondary Th2 act 

67.8 

HUVEC I FN gamma 

66.4 

Secondary Trl act 

81.8 

HUVECTNF alpha + IFN 
gamma 

50.0 

Secondary Thl rest 

25.5 

HUVEC TNF alpha +IL4 

40.3 

Secondary Th2 rest 

47.6 

HUVEC 1L-1I 

32.3 

Secondary Trl rest 

41.8 

Lung Microvascular EC none 

96.6 

Primary Thl act 

44.8 

Lung Microvascular EC 
TNFalpha + IL-lbeta 

97.3 

Primary Th2 act 

54.3 

Microvascular Dermal EC 
none 

55.9 

Primary Trl act 

49.7 

Microsvasular Dermal EC 
TNFalpha-HL-lbeta 

60.3 

Primary Thl rest 

36.3 

Bronchial epithelium 
TNFalpha + lLlbeta 

47.3 

Primary Th2 rest 

41.5 

Small airway epithelium none 

23.7 
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'Primary Trl rest 

55.1 

Small airway epithelium 
TNFalpha + I L- 1 beta 

45.1 

CD45RACD4 
lymphocyte act 

384 

Coronery artery SMC rest 

33.7 

CD45RO CD4 
lymphocyte act 

56.3 

Coronery artery SMC 
TNFalpha + IL-I beta 

40.1 

CD8 lymphocyte act 

50.0 

Astrocytes rest 

40.1 

Secondary CD8 
lymphocyte rest 

51.4 

Astrocytes TNFalpha + IL- 
Ibeta 

29.9 

'Secondary CD8 
| lymphocyte act 

29.9 

KU-8 12 (Basophil) rest 

27.7 

! 
I 

]CD4 lymphocyte none 

i ... 

42,0 

KU-812 (Basophil) 
PMA/ionomycin 

48.0 

!2rv Thl/Th2/Trl anti- 

* A* I T 1 1 I 1 / II 1 Ami 11 1 141 1 I 1 

|CD95CH11 

45.4 

CCDI 106 (Keratinocytes) 
none 

79.0 

j 

|LAK ceils rest 

48.0 

CCDI 106 (Keratinocytes) 
TNFalpha + IL-1 beta 

100.0 

|LAK cells 1L-2 

54.7 

Liver cirrhosis 

17.2 

r - - ' 

*LAK cells IL-2+IL-I2 

46.3 

NCI-H292 none 

41.5 

LAK cells IL-2+IFN 
gamma 

61.6 

NCI-H292 IL-4 

71.7 

LAK cells IL-2+IL- 18 

65.5 

NCI-H292 1L-9 

100.0 

LAK cells 
PMA/ionomycin 

46.0 

NCI-H292 IL-13 

75.3 

NK Cells lL-2rest 

65.1 

NCI-H292 I FN gamma 

72.2 

Two Way MLR 3 day 

64.6 

HPAEC none 

43.8 

Two Way MLR 5 day 

45.1 

HPAEC TNF alpha + IL-1 
beta 

92.0 

Two Wav MLR 7 dav 

30 4 

1 una fihrohlast none 

56.3 

PBMC rest 

29.9 

Lung fibroblast TNF alpha + 
IL-1 beta 

27.9 

PBMC PWM 

31.2 

Lung fibroblast IL-4 

39.8 

PBMC PHA-L 

40.3 

Lung fibroblast IL-9 

53.6 

Ramos (B cell) none 

47.3 j 

Lung fibroblast IL-13 

31.4 

Ramos (B cell) ionomycin 

49.7 

Lung fibroblast IFN gamma 

42.9 
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i 

Jb lymphocytes PWM 

28.5 

Dermal fibroblast CCD 1070 
rest 

55.9 

B lymphocytes CD40L 
and IL-4 

55.1 

Dermal fibroblast CCD 1070 
TNF alpha 


EOL-I dbcAMP 

46.7 

Dermal fibroblast CCD 1070 

IT t hpta 

36.1 

PMA/ionomycin 

66.0 

Dermal fibroblast IFN gamma 

34.9 

Dendritic ceils none 

44.8 

Dermal fibroblast IL-4 

61.6 

Dendritic cells LPS 

36.6 

Dermal Fibroblasts rest 

37.1 

Dendritic cells anti-CD40 

53.2 

Neutrophils TNFa+LPS 

14.3 

Monocytes rest 

58.2 

Neutrophils rest 

64.6 

Monocytes LPS 

80.7 

Colon 

19.9 

Macrophages rest 

41.2 

Lung 

30.4 

Macrophages LPS 

28.7 

Thymus 

85.3 

HUVEC none 

28.9 

Kidney 

45.7 

HUVEC starved 

52.1 




Table BAE . general oncology screening paneljv_2.4 


Tissue Name 

Rel. Exp.(%) 
Ag3649, Run 
267777885 

Tissue Name 

Rel. Exp.(%) 
Ag3649, Run 
267777885 

Colon cancer 1 

30.4 

Bladder cancer NAT 2 

2.0 

Colon cancer NAT 1 

7.7 

Bladder cancer NAT 3 

4.8 

Colon cancer 2 

29.7 

Bladder cancer NAT 4 

14.8 

Colon cancer NAT 2 

10.7 

Prostate adenocarcinoma 
1 

65.5 

Colon cancer 3 

76.3 

Prostate adenocarcinoma 
2 

11.0 

Colon cancer NAT 3 

17.6 

Prostate adenocarcinoma 
3 

36.6 

Colon malignant cancer 3 
4 

52.9 

Prostate adenocarcinoma 
4 

38.4 

Colon normal adjacent 
tissue 4 \ 

20.6 

Prostate cancer NAT 5 

12.4 

Lung cancer 1 

20.3 

Prostate adenocarcinoma 
6 

16.4 
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•Lung NAT 1 

5.1 

Prostate adenocarcinoma 
7 

20.6 

j 

?! i iniT f*5inp*»r 0 
UUllg LdllLCI Z 

55. V 

Prostate adenocarcinoma 
8 

13.6 

i 

jLung NAT 2 

9.5 

Prostate adenocarcinoma 
9 

62.9 

Squamous cell 
carcinoma 3 

39.8 

Prostate cancer NAT 10 

10.9 

juing NAT 3 

4.4 

Kidney cancer 1 

39.5 

metastatic melanoma 1 

31.6 

KidneyNAT 1 

23.8 

Melanoma 2 

5.6 

Kidney cancer 2 

100.0 

•Melanoma 3 

4.8 

Kidney NAT 2 

31.6 

metastatic melanoma 4 

46.7 

Kidney cancer 3 

33.9 

metastatic melanoma 5 

84.7 

Kidney NAT 3 

8.5 

Bladder cancer I 

3.4 

Kidney cancer 4 

13.5 

Bladder cancer NAT I 

0.0 

Kidney NAT 4 

6.3 

Bladder cancer 2 

23.7 




CNS_neurodegencrationjvl.O Summary: Ag3649 This panel does not show 


differential expression of this gene in Alzheimer's disease. However, this profile confirms 
the expression of this gene at moderate levels in the brain. See Panel 1 .4 for discussion of 
this gene in the central nervous system. 

5 General_screening_panel_vl.4 Summary: Ag3649 Highest expression of this 

gene is seen in a brain cancer cell line (CT=25). This gene is widely expressed in this panel, 
with high levels of expression seen in brain, colon, gastric, lung, breast, ovarian, and 
melanoma cancer cell lines. This expression profile suggests a role for this gene product in 
cell survival and. proliferation. Modulation of this gene product may be useful in the 
10 treatment of cancer. 

Among tissues with metabolic function, this gene is expressed at high to moderate 
levels in pituitary, adipose, adrenal gland, pancreas, thyroid, and adult and fetal skeletal 
muscle, heart, and liver. This widespread expression among these tissues suggests that this 
gene product may play a role in normal neuroendocrine and metabolic function and that 
1 5 disregulated expression of this gene may contribute to neuroendocrine disorders or 
metabolic diseases, such as obesity and diabetes. . 
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In addition, this gene is expressed at much higher levels in fetal lung tissue (CT=26) 
when compared to expression in the adult counterpart (CT=29). Thus, expression of this 
gene may be used to differentiate between the fetal and adult source of this tissue. 

This gene is also expressed at high to moderate levels in the CNS, including the 
5 hippocampus, thalamus, substantia nigra, amygdala, cerebellum and cerebral cortex. 

Therefore, therapeutic modulation of the expression or function of this gene may be useful 
in the treatment of neurologic disorders, such as Alzheimer's disease, Parkinson's disease, 
schizophrenia, multiple sclerosis, stroke and epilepsy. 

Panel 4.1D Summary: Ag3649 Highest expression of this gene is seen in IL-9 
10 treated NCI-H292 cells and TNF-a and IL-lb treated keratinocytes (CT=27.3). This gene is 
also expressed at hight to moderate levels in a wide range of cell types of significance in the 
immune response in health and disease. These cells include members of the T-cell, B-cell, 
endothelial cell, macrophage/monocyte, and peripheral blood mononuclear cell family, as 
well as epithelial and fibroblast cell types from lung and skin, and normal tissues 
1 5 represented by colon, lung, thymus and kidney. This ubiquitous pattern of expression 
suggests that this gene product may be involved in homeostatic processes for these and 
other cell types and tissues. This pattern is in agreement with the expression profile in 
General_screening_panel_vl.4 and also suggests a role for the gene product in cell survival 
and proliferation. Therefore, modulation of the gene product with a functional therapeutic 
20 may lead to the alteration of functions associated with these cell types and lead to 

improvement of the symptoms of patients suffering from autoimmune and inflammatory 
diseases such as asthma, allergies, inflammatory bowel disease, lupus erythematosus, 
psoriasis, rheumatoid arthritis, and osteoarthritis. 

general oncology screening panel_y_2.4 Summary: Ag3649 Highest expression 
25 of this gene is detected in kidney cancer (CT=27.6). Significant expression of this gene is 
detected both in normal and cancer samples derived from colon, kidney, bladder, lung, 
prostate and melanoma. Expression of this gene is higher in cancer samples as compared to 
the corresponding normal adjacent samples. Therefore, expression of this gene may be use 
as diagnostic marker for lung, colon, prostate, kidney and bladder cancer, as well as 
30 metastatic melanoma. In addition, therapeutic modulation of this gene through the use of 
antibodoy or small molecule drug may be beneficial in the treatment of melenoma, prostate, 
lung, colon, kidney and bladder cancers. 
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BB. CG97012-01 and CG97012-02: SEIZURE 6 PRECURSOR 
PROTEIN-LIKE PROTEIN. 

Expression of gene CG970I2-0I and CG970 12-02 was assessed using the primer- 
probe sets Agl477 and Ag4l05, described in Tables BBA and BBB. Results of the RTQ- 
5 PCR runs are shown in Tables BBC, BBD, BBE, BBF, BBG, BBH, BB1 and BBJ. 

Table BBA . Probe Name Ag1477 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -aatcctgaggggtacattgact- 

3 ' ; 

22 

859 

771 

Probe 

TET-5 1 - 

ccctcaacaactttctggagtgcaca 
- 3 ' -TAMRA 

26 

902 

772 

Reverse 

5 ' -agccagtgtagactgtcacgtt- 
3 1 

22 

931 

773 


Table BBB . Probe Name Ag4 105 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -aatcctgaggggtacattgact- 
3 ' 

22 

859 

774 

Probe 

TET-5' - 

ccctcaacaactttctggagtgcaca 
-3 ' -TAMRA 

26 

902 

775 

Reverse 

5' -agccagtgtagactgtcacgtt- 
3 ' 

22 

931 

776 


Table BBC . AI_comprehensive panel_vL0 


Tissue Name 

ReL Exp.(%) 
Ag4105, Run 
255325336 

Tissue Name 

Rel. Exp.(%) 
Ag4105, Run 
255325336 

110967 COPD-F 

7.7 

112427 Match Control 
Psoriasis-F 

1.3 

110980COPD-F 

1.9 

112418 Psoriasis-M 

1.1 

110968 COPD-M 

0.0 

112723 Match Control 
Psoriasis-M 

3.9 

110977 COPD-M 

4.4 

112419 Psoriasis-M 

0.0 
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I 

: 110989 Emphysema-F 

9.6 

1 12424 Match Control 
Psoriasis-M 

1.2 

jl 10992 Emphysema-F 

1.6 

112420 Psoriasis-M 

8.2 

j 

j 110993 Emphysema-F 

13.8 

1 12425 Match Control 
Psoriasis-M 

5.8 

110994 Emphysema-F 

0.0 

1 04689 (MF) OA Bone- 
Backus 

6.7 

1 10995 Emphysema-F 

0.0 

104690 (MF) Adj 
"Normal" Bone-Backus 

1.9 

110996 Emphysema-F 

0.0 

104691 (MF) OA 
Synovium-Backus 

49.3 

110997 Asthma-M 

4.5 

104692 (BA)OA 
Cartilage-Backus 

36.6 

11 1001 Asthma-F 

0.0 

104694 (BA) OA Bone- 
Backus 

7.9 

111002 Asthma-F 

1.8 

104695 (B A) Adj 
"Normal" Bone-Backus 

3.7 

j 

i 11 1003 Atopic Asthma- 

!f 

5.8 

104696 (BA) OA 
Synovium-Backus 

22.1 

111004 Atopic Asthma- 
F 

6.9 

104700 (SS) OA Bone- 
Backus 

4.2 

111005 Atopic Asthma- 
F 

3.1 

104701 (SS)Adj 
"Normal" Bone-Backus 

6.0 

11 1006 Atopic Asthma- 
F 

0.0 

104702 (SS)OA 
Synovium-Backus 

1 j.l 

111417 Allergy-M 

0.0 

117093 OA Cartilage 
Rep7 


1 112347 Allergy-M 

15.2 

112672 OA Bone5 

3.7 

112349 Normal Lung-F 

11.0 

112673 OA Synoviums 

0.0 

112357 Normal Lung-F 

2.2 

112674 OA Synovial 
Fluid cellsS 

1.7 

112354 Normal Lung- 
M 

7.1 

117100 OA Cartilage 
Repl4 

0.0 

112374 Crohns-F 

25.0 

112756 OA Bone9 

100.0 

112389 Match Control 
Crohns-F 

0.9 

112757 OA Synovium9 

6.0 

112375 Crohns-F 

8.3 

11 2758 OA Synovial 
Fluid Cells9 

6.3 1 
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i 

;1 12732 Match Control 
iCrohns-F 

3.3 

117125 R A Cartilage 
Rep2 

1.8 

jl 12725 Crohns-M 

7.4 

113492 Bone2 RA 

14.8 

r - ■■ ""■ — 
!| 12387 Match Control 
!Crohns-M 

2.7 

113493 Synovium2 RA 

3.0 

112378 Crohns-M 

20.9 

1 13494 Syn Fluid Cells 
RA 

11.6 

112390 Match Control 
Crohns-M 

6.9 

1 13499 Cartilage4 RA 

10.7 

1 12726 Crohns-M 

15.3 

113500 Bone4 RA 

7.1 

112731 Match Control 
Crohns-M 

5.9 

113501 Synovium4 RA 

5.4 

112380 Ulcer Col-F 

\ 

2.1 

113502 Syn Fluid Cells4 
RA 

2.0 

! 

(112734 Match Control 
•Ulcer Col-F 

2.0 

113495 Cartilage3 RA 

2.0 

[l 12384 Ulcer Col-F 

2.1 

U3496Bone3 RA 

14.5 

112737 Match Control 
Ulcer Col-F 

1.4 

113497 Synovium3 RA 

6.8 

112386 Ulcer Col-F 

4.2 

113498 Syn Fluid Cells3 
RA 

10.5 

1 12738 Match Control 
Ulcer Col-F 

1.9 

"'■ " ■ < 

117106 Normal Cartilage 
Rep20 

0.0 

1 12381 Ulcer Col-M 

5.8 

113663 Bone3 Normal 

8.3 

112735 Match Control 
Ulcer Col-M 

39.0 

1 13664 Synovium3 
Normal 

8.8 

112382 Ulcer Col-M 

11. 1 

113665 Syn Fluid Cells3 
Normal 

8.2 

112394 Match Control 
Ulcer Col-M 

2.0 

117107 Normal Cartilage 
Rep22 

2.3 

112383 Ulcer Col-M 

4.9 

113667 Bone4 Normal 

9.4 

112736 Match Control 
Ulcer Col-M 

0.0 

113668 Synovium4 
Normal 

4.7 

1 12423 Psoriasis-F 

5.5 

113669 Syn Fluid Cells4 
Normal 

0.0 


Table BBD. Ardais Panel v. 1.0 
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1 

jTissue Name 
i 

i 

Rel. Exp.(%) 
Agl477, Run 
263245998 

Tissue Name 

■ 

Rel. Exp.(%) 
Agl477, Run 
263245998 

\ J\j 1 y ./ L,UI1^ vulICCI ^-/U^>^ 

5.4 

136787 lungcancer(356) ! 

2.4 

136800_LungNAT(363) j 

49.3 

136788 Jung NAT(357) 

17.8 

I36813_Lung cancer(372) 

5.4 

1 36804 J-ung cancer(369) 

9.9 

136814_LungNAT(373) 

6.2 

136805_LungNAT(36A) \ 

12.8 

1 368 1 5_Lung cancer(374) 

18.0 

136806_Lung 

1.7 

136816 LuneNAT(375) 

62.4 

1 36807 J-ungNAT(36C) 

19.6 

1 36791 J.ung 
cancer(35A) 

3.8 

136789 Jung cancer(358) 

15.0 

136795_Lung cancer(35E) 

1.9 

1 36802_Lung cancer(365) 

21.2 

1 36797_Lung cancer(360) j 

0.0 

136803 Lung cancer(368) 

— •' • — 

7.7 

136794 Jung NAT(35D) ; 

24.5 

13681 LLung cancer(370) 

5.1 

136818_LungNAT(377) 

33.2 

136810_LungNAT(36F) 

100.0 


Table BBE . CNS_neurodegeneration_vl.O 


Tissue Name 

Rel. Exp.(%) 
Agl477, Run 
206941434 

Rel. Exp.(%) 
Ag4105, Run 
206943848 

Tissue Name 

Rel. Exp.(%) 
Agl477, Run 
206941434 

Rel. Exp.(%) 
Ag4105, Run 
206943848 

AD 1 Hippo 

11.9 

10.6 

Control (Path) 3 
Temporal Ctx 

2.6 

2.6 

AD 2 Hippo 

33.7 

23.3 

Control (Path) 4 
Temporal Ctx 

29.3 

17.9 

AD 3 Hippo 

8.1 

7.0 

AD 1 Occipital 
Ctx 

7.9 

7.7 

AD 4 Hippo 

5.1 

5.0 

AD 2 Occipital 
Ctx (Missing) 

0.0 

0.0 

AD 5 hippo 

100.0 

100.0 

AD 3 Occipital 
Ctx 

3.9 

3.2 

AD 6 Hippo 

49.7 

40.9 

AD 4 Occipital 
Ctx 

17.2 

10.5 

Control 2 Hippo 

61.1 

47.0 

AD 5 Occipital 
Ctx 

15.1 

55.5 

Control 4 Hippo 

4.1 

3.8 

AD 6 Occipital 
Ctx 

69.3 

14.1 
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Control (Path) 3 
Hippo 

37 

3.3 

Control 1 
Occipital Ctx 

1.2 

0.8 

AD 1 Temporal 
Ctx 

6.1 

4.7 

Control 2 
Occipital Ctx 

88.3 

84.7 

AD 2 Temporal 
Ctx 

27.0 

23.8 

Control 3 
Occipital Ctx 

16.2 

13.4 

AD 3 Temporal 
Ctx 


7 6 

Control 4 
Occipital Ctx 

7 i 

7 1 

AD 4 Temporal 
Ctx 


in i 

J V.J 

Control (Path) 1 
Occipital Ctx 

Q7 7 

71 7 

AD 5 Inf 
Temporal Ctx 

66 9 

\J\J . V 

71 7 

Control (Path) 2 
Occipital Ctx 


7 0 

AD 5 

SupTcmporal 
Ctx 

36.1 

32.3 

\_-onirui \r ally J 

Occipital Ctx 

1.1 

0.4 

AD 6 Inf 
Temporal Ctx 

25.7 

25.3 

Control (Path) 4 
Occipital Ctx 

14.1 

10.6 

AD 6 Sup 
Temporal Ctx 

27.4 

22.5 

Control 1 
Parietal Ctx 

3.9 

2.2 

Control 1 
Temporal Ctx 

! 

4.5 j3.9 

. * 

Control 2 
Parietal Ctx 

15.8 

19.2 

Control 2 . 
Temporal Ctx 

52.9 

42.0 

Control 3 
Parietal Ctx 

17.4 

14.9 

Control 3 
Temporal Ctx 

14.8 

1 1.4 

Control (Path) 1 
Parietal Ctx 

99.3 

92.7 

Control 4 
Temporal Ctx 

4.9 

4.4 

Control (Path) 2 
Parietal Ctx 

23.7 

16.0 

Control (Path) I 
Temporal Ctx 

69.3 

57.8 

Control (Path) 3 
Parietal Ctx 

2.1 

2.7 

Control (Path) 2 
Temporal Ctx 

33.0 

23.7 

Control (Path) 4 
Parietal Ctx 

58.2 

29.5 


Table BBF . General_screening_panel_vl.4 


Tissue Name 

Rel. 

Exp.(%) 
Agl477, 
Run 

213323518 

Rel 

Exp.(%) 
Ag4105, 
Run 

212714156 

Tissue Name 

Rel. Exp.(%) 
Agl477, Run 
213323518 

Rel. Exp.(%) 
Ag4105, Run 
212714156 

Adipose 

0.2 

0.1 

Renal ca. TK-10 

0.0 

0.0 
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Melanoma* 
Hs688(A)T 

0.0 

0.0 

Bladder 

0.6 

0.3 

Melanoma* 
Hs688(B).T 

0.0 

0.0 

Gastric ca. (liver 
met.)NCl-N87 

0.0 

0.0 

Melanoma* M14 

0.0 

0.0 

Gastric ca. KATO 
III 

0.0 

0.0 

Melanoma* 
LOXIMVI 

0.0 

0.0 

Colon ca. SW-948 

0.0 

0.0 

Melanoma* SK- 
MEL-5 

0.0 

0.0 

Colon ca. SW480 

0.0 

0.0 

Squamous cell 
carcinoma SCC-4 

0.0 

0.0 

Colon ca.* (SW480 
meTj jwozu 

0.0 

0.0 

Testis Pool 

0.2 

0.1 

Colon ca. HT29 

0.0 

0.0 

Prostate ca.* (bone 
met) PC-3 

0.0 

0.0 

Colon ca. HCT-116 

0.0 

0.0 

Prostate Pool 

0.2 

0.1 

Colon ca. CaCo-2 

0.0 

0.0 

Placenta 

0.0 

0.0 

Colon cancer tissue 

0.0 

0.0 

Uterus Pool 

0.0 

0.0 

Colon ca.SW1116 

0.0 

0.0 

Ovarian ca. 
OVCAR-3 

0.0 

0.0 

Colon ca. Colo-205 

0.0 

0.0 

Ovarian ca. SK-OV- 
3 

6.5 

0.0 

Colon ca. SW-48 

0.0 

0.0 

Ovarian ca. 
OVCAR-4 

0.0 

0.0 

Colon Pool 

0.1 

0.0 

Ovarian ca. 
OVCAR-5 

0.0 

0.0 

Small Intestine 
Pool 

0.4 

0.2 

Ovarian ca. IGROV- 
1 

0.0 

0.0 

Stomach Pool 

6.0 

U. 1 

Ovarian ca. 
OVCAR-8 

0.0 

0.0 

Bone Marrow Pool 

A 1 

A 1 
U. 1 

Ovary 

0.1 

0.1 

Fetal Heart 

0.1 

0.0 

Breast ca. MCF-7 

0.0 

0.0 

Heart Pool 

0.1 

0.0 

Breast ca. MDA- 
MB-231 

0.0 

0.0 

Lymph Node Pool 

0.3 

0.1 

Breast ca. BT 549 

0.0 

0.0 

Fetal Skeletal 
Muscle 

0.2 

0.0 

Breast, ca. T47D 

0.0 

0.1 

Skeletal Muscle 
Pool 

0.0 

0.0 
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jBreastca. MDA-N jo.O 

0.0 

Spleen Pool 

0.1 

0.1 

•Breast Pool jo.O 

0.1 

Thymus Pool 

0.2 

0.2 

i 1 

iTrachea 0.2 

i \ 

0.3 

CNS cancer 
(glio/astro) U87- 
MG 

0.0 

0.0 

r ■ 

i 

jLung 

5 — 

j 

0.0 

0.0 

CNS cancer 
(glio/astro) U-II8- 
MG 

1.2 

1.0 

jFetal Lung 

0.6 

0.3 

CNS cancer 
(neuro;met) SK-N- 
AS 

0.0 

0.0 

i 
i 

jLung ca. NCI-N417 

t 

30.1 

11.4 

CNS cancer (astro) 
SF-539 

0.0 

0.0 

j " 

i 

'Lungca. LX-1 

0.0 

0.0 

CNS cancer (astro) 
SNB-75 

0.3 

0.1 

Lung ca. NCI-H146 

22.2 

18.3 

CNS cancer (glio) 
SNB-19 

0.0 

0.0 

Lungca. SHP-77 

9.0 

4.3 

CNS cancer (glio) 
SF-295 

0.0 

0.0 

Lung ca. A549 

0.0 

0.0 

Brain (Amygdala) 
Pool 

21.8 

9.3 

Lung ca. NCI-H526 

1 1.0 

4.3 

Brain (cerebellum) 

87.1 

54.3 

Lungca. NCI-H23 

1.3 

0.7 

Brain (fetal) 

100.0 

100.0 

Lung ca.NCI-H460 

0.2 

0.1 

Brain 

(Hippocampus) 
Pool 

28.9 

25.5 

Lungca. HOP-62 

0.0 

0.0 

Cerebral Cortex 
Pool 

40.9 


Lung ca. NC1-H522 

0.0 

0.0 

Brain (Substantia 
nigra) Pool 

29.3 

12.1 

Liver 

0.0 

0.0 

Brain (Thalamus) 
Pool 

37.9 

14.7 

Fetal Liver 

0.1 

0.2 

Brain (whole) 

43.5 

26.4 

Liver ca. HepG2 

0.0 

0.0 

Spinal Cord Pool 

7.5 

4.0 

Kidney Pool 

0.1 

0.0 

Adrenal Gland 

4.3 

1.5 

Fetal Kidney 

0.1 

0.0 

Pituitary gland 
Pool 

2.9 

2.9 

Renal ca. 786-0 

0.0 

0.0 

Salivary Gland 

0.2 

0.1 
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iRenal ca. A498 jO.O 

0.0 

i 

Thyroid (female) |0.l 

0.2 

, , 1 . . 

Renal ca. ACHN jo.O 

0.0 

i 

Pancreatic ca. ! n n 
CAPAN2 f" 

0.0 

Renal ca.UO-31 jO.O 

0.0 

Pancreas Pool |o.6 

0.2 


Table BBG. Panel 3D 


Tissue Name 

KCI. £.Xp.^ /o) 

Agl477, Run 
215538905 

■— .■..«— < — -» ■ ' — 

Tissue Name 

RpI F\*n (%\ 
Agl477, Run 
215538905 

1 
l 

iDaoy- Medulloblastoma 

i 

0.0 

— — 

Ca Ski- Cervical epidermoid 
carcinoma (metastasis) 

0.0 

|tE67 I - Medulloblastoma 

i 

0.0 

ES-2- Ovarian clear cell 
carcinoma 

0.0 

i 

*D283 Med- 

| Medulloblastoma 

0.0 

Ramos- Stimulated with 
PMA/ionomycin 6h 

0.0 

jPFSK-l- Primitive 
[Neuroectodermal 

X 


Ramos- Stimulated with 
PMA/ionomycin I4h 

v.vl 

1 

IXF-498- CNS 

! 

i 

0.7 

MEG-01- Chronic 
myelogenous leukemia 
(megokaryoblast) 

0.0 

SNB-78- Glioma 

0.0 

Raji- Burkitt's lymphoma 

0.0 

SF-268- Glioblastoma 

0.0 

Daudi- Burkitt's lymphoma 

0.0 

TAnr» 1 * 1- 1 * 

T98G- Glioblastoma 

0.0 

U266- B-cell plasmacytoma 

u.u 

SK-N-SH- Neuroblastoma 
(metastasis) 

3.8 

CA46- Burkitt's lymphoma 

0.0 

SF-295- Glioblastoma 

0.0 

RL- non-Hodgkin's B-cell 
lymphoma 

0.0 

Cerebellum 

34.6 

JM1- pre-B-cell lymphoma 

0.0 

Cerebellum 

50.7 

Jurkat- T cell leukemia 

0.0 

NCI-H292- 
Mucoepidermoid lung 
carcinoma 

0.3 

TF-1- Erythroleukemia 

0.0 

DMS-114- Small cell lung 
cancer 

0.6 

HUT 78- T-cell lymphoma 

0.0 

DMS-79- Small cell lung 
cancer 

100.0 

U937- Histiocytic lymphoma 

0.0 

NCI-HI 46- Small cell lung 
cancer 

61.1 

KU-812- Myelogenous 
leukemia 

0.0 
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r 

;NCI-H526- Small cell lung 
icancer 

49.0 

769-P- Clear cell renal 
carcinoma 

0.0 

i 

INCI-N4I7- Small eel! lung 
jcancer 

78.5 

Caki-2- Clear cell renal 
carcinoma 

0.0 

1 ■-■ — 

INCI-H82- Small cell lung 
Icancer 

23.7 

SW839- Clear cell renal 
carcinoma 

0.0 

;NC1-H 1 57- Squamous cell 
jlung cancer (metastasis) 

0 0 

G401- Wilms' tumor 

0.0 

[NCI-HI 155- Large cell 
lung cancer 

18.8 

Hs766T- Pancreatic 
carcinoma (LN metastasis) 

0.0 

NCI-HI 299- Laroe cell 
lung cancer 

0.0 

CAPAN-1- Pancreatic 
adenocarcinoma (liver 
metastasis) 

0.0 

i 

NCI-H727- Lung carcinoid 

1.7 

SU86.86- Pancreatic 
carcinoma (liver metastasis) 

0.0 

NCI-UMC-ll-Lung 
jcarcinoid 

0.0 

BxPC-3- Pancreatic 
adenocarcinoma 

0.0 

i 

LX-1- Small cell lung 
cancer 

0.0 

HPAC- Pancreatic 
adenocarcinoma 

0.0 

;Colo-205- Colon cancer 

i 

0.0 

MIA PaCa-2- Pancreatic 1 
carcinoma ; 

0.0 

KM 12- Colon cancer 

0.1 

CFPAC- 1 - Pancreatic ductal 
adenocarcinoma 

0.0 

.... 

KM20L2- Colon cancer 

0.0 

PANC-1- Pancreatic 
epithelioid ductal carcinoma 

0.0 

NC1-H7I6- Colon cancer 

0.0 

T24- Bladder carcinma 
(transitional cell) 

0.0 

SW-48- Colon 
adenocarcinoma 

0.0 

5637- Bladder carcinoma 

0.0 

SW1I16- Colon 
adenocarcinoma 

0.0 

HT-1 197- Bladder carcinoma 

0.0 

LS 1 74T- Colon 
adenocarcinoma 

0.0 

UM-UC-3- Bladder carcinma 
(transitional cell) 

0.0 

SW-948- Colon 
adenocarcinoma 

0.0 

A204- Rhabdomyosarcoma 

0.0 

SW-480- Colon 
adenocarcinoma 

0.0 

HT-1 080- Fibrosarcoma 

0.0 

NC1-SNU-5- Gastric 
carcinoma 

0.0 

MG-63- Osteosarcoma 

0.0 
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KATO III- Gastric 
carcinoma 

0.0 

SK-LMS-1- Leiomyosarcoma 
(vulva) 

0.0 

NC1-SNU- 16- Gastric 
carcinoma 

0.0 

SJRH30- Rhabdomyosarcoma 
(met to bone marrow) 

0.0 

NCI-SNU-1- Gastric 
carcinoma 

0.0 

A43I- Epidermoid carcinoma 

0.0 

RF-i- Gastric 
adenocarcinoma 

0.2 

WM266-4- Melanoma 

0.0 

RF-48- Gastric 
adenocarcinoma 

0.0 

DU 145- Prostate carcinoma . 
(brain metastasis) 

0.0 

MKN-45- Gastric 
carcinoma 

2.7 

MDA-MB-468- Breast 
adenocarcinoma 

0.0 

NCI-N87- Gastric 
carcinoma 

0.0 

SCC-4- Squamous cell 
carcinoma of tongue 

0.0 

OVCAR-5- Ovarian 
carcinoma 

0.0 

SCC-9- Squamous cell 
carcinoma of tongue 

0.0 

RL95-2- Uterine carcinoma 

0.0 

SCC-15- Squamous cell 
carcinoma of tongue 

0.0 

HelaS3- Cervical 
adenocarcinoma 

0.0 

CAL 27- Squamous cell 
carcinoma of tongue 

0.0 


Table BBH. Panel 4. ID 


Tissue Name 

Rel. 

Exp.(%) 
Agl477, 
Run 

200923970 

Rel. 

Exp.(%) 
Ag4105, 
Run 

175180105 

Tissue Name 

Rel. 

Exp.(%) 
Agl477, 
Run 

200923970 

Re!. 

Exp.(%) 
Ag4105, 
Run 

175180105 

Secondary Th 1 act 

0.0 

0.0 

HUVEC IL-lbeta 

0.0 

0.0 

Secondary Th2 act 

0.0 

0.0 

HUVEC I FN gamma 

0.0 

0.0 

Secondary Tr I act 

4.5 

0.0 

HUVEC TNF alpha + 
1FN gamma 

0.0 

0.0 

Secondary Thl rest 

0.0 

0.0 

HUVEC TNF alpha + 
IL4 

0.0 

0.0 

Secondary Th2 rest 

3.3 

0.0 

HUVEC IL-11 

0.0 

0.9 

Secondary Trl rest 

0.0 

0.0 

Lung Microvascular 
EC none 

0.0 

j 

7.0 

Primary Th! act 

0.0 

0.0 

Lung Microvascular 
EC TNFalpha + 1L- 
Ibeta 

0.0 

0.0 
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Primary Th2 act 

u.u 

A A 
U.U 

Microvascular Dermal 
EC none 

0 0 

0 0 

Primary Trl act 

1.5 

0.0 

Microsvasular Dermal j 
EC TNFalpha + IL- j 
Ibeta 

0.0 

0.0 

Primary Thl rest 

A A 
U.U 

A A 
U.U 

Bronchial epithelium 
TNFalpha + IL lbeta 

u.u 

U.U 

Primary Th2 rest 

a a 
0.0 

A A 

0.0 

Small airway 
epithelium none 

A A 

u.u 

n a 
u.u 

Primary Trl rest 

0.0 

0.0 

Small airway 
epithelium TNFalpha : 
+ I L- Ibeta 

0.0 

0.0 

CD45RA CD4 
lvmnhncvte act 

0.0 

4.0 

Coronery artery SMC 
rest 

0.0 

0.0 

CD45RO CD4 
Ivmnhocvte act 

0.0 

0.0 

Coronery artery SMC 
TNFalpha -HL- lbeta 

0.0 

0.0 

CD8 lymphocyte act 

0.0 

3.9 

Astrocytes rest 

4.1 

0.0 

Secondary CD8 
lymphocyte rest 

a a 

u.u 

1 A 

Astrocytes TNFalpha 
+ IL- Ibeta 

u.u 

n n 

v.v 

Secondary CD8 
lymphocyte act 

0.0 

0.0 

KU-8 12 (Basophil) 
rest 

0.0 

0.0 

CD4 lymphocyte 
none 

< A. 
3.0 


KU-8 12 (Basophil) 
PMA/ionomycin 

n n 
u.u 

0.0 

2ry ; 
Thl/Th2/Trl anti- 
CD95 CH11 

2.6 

1.4 

LA^LM IUO 

(Keratinocytes) none 

0.0 

0.0 

LAK cells rest 

0.0 

2.8 

CCD1106 
(Keratinocytes) 
TNFalpha + IL- lbeta 

0.0 

0.0 

LAK cells 1L-2 

4.1 

1.1 

Liver cirrhosis 

0.0 

0.0 

LAK cells IL-2+IL- 
12 

0.0 

0.0 

NCI-H292 none 

0.0 

0.0 

LAK cells IL-2+IFN 
gamma 

0.0 

0.0 

NCI-H292 IL-4 

0.0 

0.0 

LAK cells 1L-2+ IL- 
18 

0.0 

0.0 

NCI-H292 IL-9 

0.0 

0.0 

LAK cells 
PMA/ionomycin 

0.0 

0.0 

NCI-H292IL-I3 

0.0 

0.0 

NK Cells IL-2 rest 

11.7 

0.0 

NCI-H292 1FN 
gamma 

0.0 

0.0 
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Two Way MLR 3 
day 

4.7 

0.0 

HPAEC none 

0.0 

0.0 

Two Way MLR 5 
day 

0.0 

0.0 

HPAECTNF alpha + 
IL-I beta 

0.0 

0.0 

Two Way MLR 7 
day 

0.0 

0.0 

Lung fibroblast none 

0.0 

0.0 

PBMC rest 

26.8 

8.5 

Lung fibroblast TNF 
alpha + IL-1 beta 

0.0 

0.0 

PBMC PWM 

0.0 

0.0 

Lung fibroblast IL-4 

0.0 

0.0 

PBMC PHA-L 

0.0 

0.0 

Lung fibroblast 1L-9 

7.2 

0.0 

Ramos (B cell) none 

0.0 

0.0 

Lung fibroblast IL-1 3 

0.0 

2.2 

Ramos (B cell) 
ionomycin 

0.0 

0.0 

Lung fibroblast IFN 
gamma 

0.0 

0.0 

B lymphocytes PWM 

0.0 

0.0 

Dermal fibroblast 
CCD1070 rest 

0.0 

0.6 

B lymphocytes 
CD40L and 1L-4 

0.0 

0.0 

Dermal fibroblast 
CCD1070 TNF alpha 

0.0 

0.0 

EOL-1 dbcAMP 

0.0 

0.0 

Dermal fibroblast 
CCD 1070 IL-1 beta 

0.0 

0.0 

EOL-1 dbcAMP 
PMA/ionomycin 

0.0 

0.0 

Dermal fibroblast IFN 
gamma 

3.5 

0.0 

Dendritic cells none ; 

35.1 

11.5 

Dermal fibroblast IL-4 

0.0 

0.0 

Dendritic cells LPS i 

9.4 

2.3 

Dermal Fibroblasts 
rest 

1.6 

0.0 

Dendritic cells anti- 
CD40 

24.5 

14.1 

Neutrophils 
TNFa+LPS 

7.5 

0.0 

Monocytes rest 

93.3 

37.6 

Neutrophils rest 

3.8 

3.1 

Monocytes LPS j 

5.6 

2.5 

Colon 

17.6 

5.8 

Macrophages rest jo.O 

0.0 

Lung 


4.5 

Macrophages LPS j 1 .7 

0.0 

Thymus 

49.3 

13.8 

HUVEC none jo.O 

0.0 

Kidney 

100.0 

100.0 

HUVEC starved jo.O 

0.0 





Table BBI , PanelCNSJ.I 



Rel. Exp.(%) 


Rel. Exp.(%) 

Tissue Name 

Agl477, Run 

Tissue Name 

Agl477, Run 


204172546 


204172546 
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;Cing Gyr Depression2 

4.2 

BAI7PSP2 |3.6 

Cing Gyr Depression 

2.3 

BA17 PSP 

1 1.1 

CingGyr PSP2 

1.3 

BAI7 Huntington's^ 

3.4 

.Cing Gyr PSP 

2.9 

BA17 Huntington's 

13.7 

i 

jCing Gyr 
Huntington's2 

4.4 

BA 1 7 Parkinson's2 

13.5 

Cing Gyr Huntington's 

27.5 

BA 1 7 Parkinson's 

7.7 

■Cing Gyr Parkinson's2 

10.4 

BA 17 Alzheimer^ 

1.7 

[CingGyr Parkinson's 

9.8 

BAI7Control2 

21.5 

jcing Gyr Alzheimer's2 

3.4 

BA 17 Control 

16.6 

]Cing Gyr Alzheimer's 

9.6 

BA9 Depression2 

3.0 

jcingGyrContro!2 

19.8 

BA9 Depression 

2.2 

jcingGyr Control 

24.1 

RAO PQPO 

z.o 

i ci up ruic 

Depression2 

2.4 

BA9 PSP 

5.1 

Temp Pole PSP2 

2.9 

D A Q U 1 in) in ntnnVO 

t>f\y nuntingionsz 

Z.U 

TVmn Pnlp P*sP 

0 Q 

D AQ UnntinrrtAn'c 

c5AV niiniingion 5 

1 O.v 

Tpmn Pnlp 

1 CM \y I UIC 

Huntington's 

13.6 

BA9 Parkinson's2 

33.2 

Temp Pole 
Parkinson's2 

9.4 

BA9 Parkinson's 

10.2 

Temp Pole Parkinson's 

7.2 

BA9 Alzheimer f s2 

3.6 

Temp Pole 
Alzheimer s2 

1.3 

BA9 Alzheimer's 

1.1 

Temp Pole Alzheimer's 

2.2 

BA9 Control 

100.0 

Temp Pole ControI2 

15.8 

BA9 Control 

8.7 

Temp Pole Control 

6.2 

BA7 Depression 

3.6 

Glob Palladus 
Depression 

0.8 

BA7 PSP2 

7.8 

Glob Palladus PSP2 

1.5 

BA7 PSP 

19.3 

Glob Palladus PSP 

0.5 

BA7 Huntington*s2 

7.6 

Glob Palladus 
Parkinson's2 

0.8 

BA7 Huntington's 

13.1 
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■Glob Palladus 
Parkinson's 

13.4 

BA7 Parkinson's2 

16.8 

Glob Palladus 
.Alzheimer's2 

1.3 

BA7 Parkinson's 

2.7 

! 

; (jiod raiiadus 
■Alzheimer's 

3.1 

BA7 Alzheimer's2 

1.3 

tUlob raiiadus LontroU 

1 Ci 

l.y 



lOlob Palladus Control 

1 A 
1 .0 

ua / i^omroi 

Id ^ 

j 

Sub Nigra Depression2 

1 .5 

Dn*t L/epressionz 

J. I 

Sub Nigra Depression 

0.8 

BA4 Depression 

6.8 

Sub Nigra PSP2 

1.2 

BA4 PSP2 

15.1 

f 

jSub Nigra 
Huntington sz 

10.6 

BA4 PSP 

4.6 

sub Nigra Huntington s 

15.1 

DA't riunungionsz 

\}.y 

I^IiiK Kliora ParWincnnU:^ 
,-ouu lNigia rai miijuii oz. 

12 S 

BA4 Huntincton's 

21.6 

|Sub Nigra 
;Alzheimer's2 

2.0 

BA4 Parkinson's2 

40.3 

r — — M 

Sub Nigra Control2 

9.0 

BA4 Parkinson's 

17.1 

Sub Nigra Control 

8.4 

BA4 Alzheimer^ 

2.0 

BAI7 Depression2 

6.7 

BA4 Control2 

26.4 

BA 17 Depression 

2.0 

BA4 Control 

12.5 


Table BBJ . general oncology screening panel_vJ2.4 


Tissue Name 

Rel. Exp.(%) 
Agl477, Run 
259733191 

Tissue Name 

Rel. Exp.(%) 
Agl477, Run 
259733191 

Colon cancer 1 

2.8 

Bladder NAT 2 

0.0 

Colon NAT 1 

12.6 

Bladder NAT 3 

0.0 

Colon cancer 2 

10.9 

Bladder NAT 4 

1.4 

Colon NAT 2 

0.0 

Prostate 

adenocarcinoma 1 

100.0 

Colon cancer 3 

— ^„.... r .■,■-■_„„■„.■, ...... 

0.0 

Prostate 

adenocarcinoma 2 

4.9 

Colon NAT 3 

30.6 

Prostate 

adenocarcinoma 3 

17.7 
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Colon malignant cancer 
4 

0.0 

Prostate 

adenocarcinoma 4 

0.0 

Colon NAT 4 

1.3 

Prostate NAT 5 

8.2 

Lung cancer 1 

5.8 

Prostate 

adenocarcinoma 6 

7.0 

Lung NAT 1 

0.0 

Prostate 

adenocarcinoma 7 

2.8 

Lung cancer 2 

42.0 j 

Prostate 

adenocarcinoma 8 

5.6 

Lung NAT 2 

0.0 

Prostate 

adenocarcinoma 9 

48.6 

squamous cen 
carcinoma 3 

0.0 

Prostate NAT 10 

0.0 

Lung NAT 3 

0.0 

Kidney cancer 1 

0.0 

Metastatic melanoma 1 

5.3 jKidney NAT 1 

6.1 

Melanoma 2 

i 

2.1 jKidney cancer 2 

9.7 

Melanoma 3 

0.9 kidney NAT 2 

0.0 

Metastatic melanoma 4 

1 1.8 jKidney cancer 3 

1.8 

Metastatic melanoma 5 

17.7 jKidney NAT 3 

0.0 

Bladder cancer 1 

1 .3 jKidney cancer 4 

0.0 

Bladder NAT I 

0.0 jKidney NAT 4 

0.0 

Bladder cancer 2 

0.0 j 



AI_comprehensive panel_vl.O Summary: Ag4I05 Highest expression in an 
sample from OA bone (CT=3 1 .4). Low to moderate levels of expression of this gene are 
detected in samples derived from osteoarthritic (OA) bone and adjacent bone as well as OA 
cartilage and OA synovium. Low level expression is also detected in cartilage, bone, and 


5 synovial fluid samples from rheumatoid arthritis patients. Low level expression is also 
detected in samples derived from normal lung samples, COPD lung, emphysema, allergy, 
Crohn's disease (normal matched control and diseased), and ulcerative colitis (normal 
matched control and diseased). Therefore, therapeutic modulation of this gene product may 
ameliorate symptoms/conditions associated with autoimmune and inflammatory disorders 
10 including psoriasis, allergy, asthma, inflammatory bowel disease, rheumatoid arthritis and 
osteoarthritis. 


798 


WO 03/023008 


PCT/US02/28596 


Ardais Panel v.1.0 Summary: Agl477 Highest expression of this gene is seen in 
normal lung tissue adjacent to a tumor (CT=3 1 .6). In addition, this gene is expressed at low 
but significant levels in both lung tumor and normal tissue. The expression in normal 
adjacent tissue is however, higher compared to the tumor tissue. Therefore, therapeutic 
5 modulation of this gene or its protein product may be useful in the treatment of lung cancer 

CNS_neurodegeneration_vl .0 Summary: Ag 1 477/Ag4 1 05 Two experiments 
with the same probe and primer set produce results that are in excellent agreement This 
panel confirms expression of this gene at high levels in the brain, with highest expression 
detected in the hippocampus of an Alzheimer's patient (CTs=25-26). In addition, this gene 
10 appears to be slightly down-regulated in the temporal cortex of Alzheimer's disease patients. 
Therefore, up-regulation of this gene or its protein product, or treatment with specific 
agonists for this receptor may be of use in reversing the dementia, memory loss, and 
neuronal death associated with this disease. 

General_screening_panel_vl.4 Summary: Agl477/Ag4105 Two experiments 
15 with the same probe and primer set produce results that are in excellent agreement. Highest 
expression of this gene is detected in the fetal brain (CT=25-26). In addition, high to 
moderate levels of expression of this gene are seen in all regions of the CNS examined, 
including the hippocampus, thalamus, substantia nigra, amygdala, cerebellum and cerebral 
cortex. Therefore, therapeutic modulation of the expression or function of this gene may be 
20 useful in the treatment of neurological disorders, such as Alzheimer's disease, Parkinson's 
disease, schizophrenia, multiple sclerosis, stroke and epilepsy. 

In addition, this gene is expressed in a cluster of cell line samples derived from lung 
cancer. This gene is homologous to seizure-related gene 6, a gene clearly involved in lung 
tumorogenesis. The genetic data from Nishioka et al point to its genomic region as being 

25 involved in lung tumors. While the region itself is often deleted, the expression indicates 
that the deleted regions might be regulatory region(s) that normally repress the expression 
of this gene in lung tumor cells. Therefore, targeting this gene with a human monoclonal 
antibody that results in an inhibition of the activity of this protein, preferably as it relates to 
its apoptotic/survival activity in tumor cells, specifically lung tumor cells, may have a 

30 therapeutic effect on all solid tumor that depend on its activity, preferably on lung tumors. 

References: 
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1. Nishioka M. Oncogene 2000 Dec 14; 19(54):625 1 -60 

2. Shimizu-Nishikawa K. Biochem Biophys Res Commun 1995 Nov 2;2l6(l):382-9 

Panel 3D Summary: Ag1477 Expression in this panel is consistent with expression 
in Panel 1 .4, with expression detected in samples derived from cerebellum and lung cancer 
5 cell lines only. 

Panel 4.1 D Summary: Agl477/Ag4105 Two experiments with the same probe and 
primer set produce results that are in excellent agreement. Highest expression is seen in the 
kidney, with moderate to low levels of expression seen in resting monocytes, and dendritic 
cells. The transcript is more highly expressed in resting monocytes and dendritic cells than 

10 in treated cells of these types. Thus, the protein encoded by this transcript may be important 
in monocytic and dendritic cell differentiation and activation. Therefore, regulating the 
expression of this transcript or the function of the protein it encodes may alter the types and 
levels of monocytic cells regulated by cytokine and chemokine production and T cell 
activation. Therapeutics designed with the protein encoded by this transcript could therefore 

1 5 be important for the treatment of asthma, emphysema, inflammatory bowel disease, arthritis 
and psoriasis. 

Panel 5D Summary: Agl477 Expression of this gene is low/undetectable in all 
samples on this panel (CTs>35). 

Panel CNS_L1 Summary: Agl477 This panel confirms the expression of this 
20 gene at moderate levels in the brain. See Panels 1 .4 and CNS_neurodegeneration_vl .0 for 
discussion of this gene in the central nervous system. 

general oncology screening panel_v_2.4 Summary: Agl477 Highest expression 
of this gene is seen in prostate cancer (CT=33). Low but significant levels of expression are 
also seen in a lung cancer and normal colon. Hence the product of this gene can be used as a 
25 marker and therapeutic modulation may lead to treatment of cancer. 

BC. CG97012-03: SEIZURE 6 PRECURSOR PROTEIN-LIKE 
PROTEIN. 

Expression of gene CG970 12-03 was assessed using the primer-probe set Ag6660, 
described in Table BCA. Results of the RTQ-PCR runs are shown in Tables BCB and BCC 

30 Table BCA . Probe Name Ag6660 
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! i 

[Primers jSequences 

Length 

... 

Start Position 

SEQ ID No 

r 

i 

Forward 

5' -tatgacatcgtggggagtga- 
3' 

20 

1159 

777 

Probe 

TET- 5 • - 

ctcacctgccagtgggacctcag- 
3 ' -TAMRA 

23 

1183 

778 

Reverse 

5 ' -gactcctccgttttctcacaa- 
3' 

21 

1227 

779 


Table BCB . CNS_neurodegeneration_vl .0 


Tissue Name 

DaI ITvn (°AJ\ 
XVCI. ILAp.^ SO) 

Ag6660, Run 
276247136 

Tissue Name 

RpI Fvn (%\ 

Ag6660, Run 
276247136 

AD 1 Hippo 

14.8 

Control (Path) 3 
Temporal Ctx 

2.0 

AD 2 Hippo 

31.0 

Control (Path) 4 
Temporal Ctx 

26.4 

AD 3 Hippo 

0.0 

AD 1 Occipital Ctx 

3.3 

AD 4 Hippo 

8.2 

AD 2 Occipital Ctx 
(Missing) 

0.0 

AD 5 Hippo 

63.3 

AD 3 Occipital Ctx 

2.9 

AD 6 Hippo 

66.0 

AD 4 Occipital Ctx 

11.7 

Control 2 Hippo 

76.3 

AD 5 Occipital Ctx 

47.6 

Control 4 Hippo 

3.9 

AD 6 Occipital Ctx 

11.9 

Control (Path) 3 Hippo 

2.2 

Control 1 Occipital Ctx 

0.8 

AD 1 Temporal Ctx 

2.7 

Control 2 Occipital Ctx 

71.2 

AD 2 Temporal Ctx 

20.0 

Control 3 Occipital Ctx 

8.7 

AD 3 Temporal Ctx 

2.7 

Control 4 Occipital Ctx 

0.0 

AD 4 Temporal Ctx 

11.8 

Control (Path) 1 
Occipital Ctx 

100.0 

ADS Inf Temporal Ctx 

83.5 

Control (Path) 2 
Occipital Ctx 

9.3 

ADS Sup Temporal 
Ctx 

53.6 

Control (Path) 3 
Occipital Ctx 

1.4 

AD 6 Inf Temporal Ctx 

29.5 

Control (Path) 4 
Occipital Ctx 

10.9 

AD 6 Sup Temporal 
Ctx 

31.0 

Control 1 Parietal Ctx 

1.8 
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1 - — ■ 

'Control 1 Temporal Ctx|0.4 

Control 2 Parietal Ctx 

22.8 

Control 2 Temporal Ctx 

47.3 

Control 3 Parietal Ctx 

13.9 

Control 3 Temporal Ctx 

8.2 

Control (Path) 1 
Parietal Ctx 

87.1 

Control 3 Temporal Ctx 

4.4 

Control (Path) 2 
Parietal Ctx 

17.3 

Control (Path) 1 
Temporal Ctx 

80.1 

Control (Path) 3 
Parietal Ctx 

1.4 

Control (Path) 2 
Temporal Ctx 

32.8 

Control (Path) 4 
Parietal Ctx 

48.3 


Table BCC . General_screening_panel_v 1 .6 


Tissue Name 

ReL Exp.(%) 1 

A tw(\(%(\(\ Dun 

Agooou, rvun 
277258095 

A labile 

ReL Exp.(%) 
Ap6660 Run 
277258095 

Adipose 

0.0 

Renal ca. TK-10 

0.0 

Melanoma* Hs688(A)T 

0.0 i 

Bladder 

0.1 

Melanoma* Hs688(B).T 

0.0 

Gastric ca. (liver met.) 

xjpi XJ07 

0.0 

Melanoma* M14 

0.0 

Gastric ca. KATO 111 

0.0 

Melanoma* LOXIMVI 

0.0 

Colon ca. SW-948 

0.0 

Melanoma* SK-MEL-5 ■ 

0.0 

Colon ca. SW480 

0.0 

Squamous cell carcinoma 
SCC-4 

0.0 

Colon ca.* (SW480 met) 
SW620 

0.0 

Testis Pool 

0.0 

Colon ca. HT29 

0.0 

Prostate ca* (bone met) 
PC-3 

0.0 

Colon ca. HCT-116 

6.0 

Prostate Pool 

0.0 

Colon ca. CaCo-2 

0.0 

Placenta 

0.0 

Colon cancer tissue 

0.0 

Uterus Pool 

0.0 

Colon ca. SW1116 

0.0 

Ovarian ca. OVCAR-3 

0.0 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.0 

Colon ca. SW-48 

0.0 

Ovarian ca. OVCAR-4 

0.0 

Colon Pool 

0.0 

Ovarian ca. OVCAR-5 

0.0 

Small Intestine Pool 

0.0 

Ovarian ca. 1GROV-1 

0.0 

Stomach Pool 

0.0 
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[Ovarian ca. OVCAR-8 

0.0 

Bone Marrow Pool 

0.0 

;Ovary 

0.0 

Fetal Heart 

0.0 

^Breast ca. MCF-7 

0.0 

Heart Pool 

0.0 

;t>reast ca. jviua-(vid-/j i 

u.u 

L,ympii iNooe rooi 

o n 

jBreast ca. BT 549 

0.0 

Fetal Skeletal Muscle 

0.0 

iBreast ca. T47D 

0.0 

Skeletal Muscle Pool 

0.0 

jBreast ca. MDA-N 

0.0 

Spleen Pool 

0.2 

! Breast Pooi 

0.0 

Thymus Pool 

0.1 

;Trachea 

0.0 

CNS cancer (glio/astro) 
U87-MG 

0.0 

i 

•Lung 

0.0 

CNS cancer (glio/astro) 
U-118-MG 

1.0 

jFetal Lung 

0.0 

CNS cancer (neuro;met) 
SK-N-AS 

0.0 

| . 

i 

iLung ca. NCI-N4I7 

12.2 

CNS cancer (astro) SF- 
539 

0.0 

:Luntica. LX-I 

0.0 

CNS cancer (astro) SNB- 

/ J 

0.0 

! 

jLung ca. NCI-HI 46 

i 

18.7 

CNS cancer (glio) SNB- 

1 o 

0.0 

t CUD *7"7 

Lung ca. oMr- / / 

U.7 

LN5 cancer ^gnoj or-zyj 

\J.U 

Lung ca. A549 

0.0 

Brain (Amygdala) Pool 

31.6 

Lungca. NCI-H526 

4.9 

Brain (cerebellum) 

99.3 

Lung ca. NCI-H23 

0.0 

Brain (fetal) 

100.0 

Lungca.NCi-H460 

0.0 

Brain (Hippocampus) 

Pool 

39.2 

I nno MOP AO 

L,ung t.d. nur*D<6 


f^rphrsil f ortf»Y Pool 

53.6 

Lungca. NCI-H522 

0.0 

Brain (Substantia nigra) 
Pool 

21.0 

Liver 

0.0 

Brain (Thalamus) Pool 

73.2 

Fetal Liver 

0.0 

Brain (whole) . 

67.4 

Liver ca. HepG2 

0.0 

Spinal Cord Pool 

3.6 

Kidney Pool 

0.0 

Adrenal Gland 

1.0 

Fetal Kidney 

0.0 

Pituitary gland Pool 

1.6 
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Renal ca. 786-0 

0.0 

Salivary Gland 

0.0 

Renal ca. A498 

0.2 

Thyroid (female) 

0.0 

Renal ca. ACHN 

0.0 

Pancreatic ca. CAPAN2 

0.0 

Renal ca. UO-31 

0.0 jpancreas Pool 

0.0 


CNS_neurodcgeneration_vl.O Summary: Ag6660 This panel confirms the 
expression of this gene at low levels in the brains of an independent group of individuals. 
However, no differential expression of this gene was detected between Alzheimer's diseased 
postmortem brains and those of non-demented controls in this experiment. See Panel 1 .6 for 


5 a discussion of this gene in treatment of central nervous system disorders. 

General_screening_panel_vl.6 Summary: Ag6660 Highest expression of this 
gene is detected in fetal brain and cerebellum (CTs=28.8). In addition, moderate levels of 
expression of this gene is mainly seen in all the regions of central nervous system including 
amygdala, hippocampus, substantia nigra, thalamus, cerebellum, cerebral cortex, and spinal 

1 0 cord. This gene codes for a variant of Seizure related gene 6 like (SEZ-6/SEZ6L). The 
expression pattern of this gene is similar to the the one reported in mouse (Shimizu- 
Nishikawa etaL, 1995, Brain Res Mol Brain Res 28:201-10, PMID: 7723619 ; Biochem 
Biophys Res Commun 2l6(l):382-9, PMID: 74881 16). Therefore, therapeutic modulation 
of this gene product may be useful in the treatment of central nervous system disorders such 

1 5 as Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, schizophrenia and 
depression. 

Moderate levels of expression of this gene is also seen in three of the lung cancer 
cell lines. Furthermore, genetic and/or epigenetic SEZ6L alterations are involved in the 
development and/or progression in a subset of lung cancer (Nishioka et al., 2000, Oncogene 
20 19(54):6251-60, PMID: 1 11 75339). Therefore, therapeutic modulation of this gene product 
through the use of antibodies or small molecule targe may be useful in the treatment of lung 
cancer. 

Panel 4.1D Summary: Ag6660 Expression of this gene is low/undetectable (CTs > 
35) across all of the samples on this panel (data not shown). 

25 ED. CG99754-01 : RIKEN-like protein 
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Expression of gene CG99754-01 was assessed using the primer-probe sets Gpcr07 
and Ag07Gpcr, described in Tables BDA and BDB. Results of the RTQ-PCR runs are 
shown in Tables BDC, BDD, BDE, BDF and BDG. 


Table BDA . Probe Name Gpcr07 


Primers 

Sequences 

T *U i Start 

Len S th jPosition 

SEQ ID No 

Forward 

5 ' -ctggaggttggcgacaatg-3 * 

19 13 i 1 

780 

Probe 

TET- 5 ' - 

cctcgtctacatctctcaccgcgcc- 
3 » -TAMRA 

1 i 

25 |s31 

781 

Reverse 

5 f -ctgctccaggctgttgagg-3 ' 

19 j564 

782 

Table BDB. Probe Name Ag07Gpcr 

Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -ctggaggttggcgacaatg-3 ' 

19 

511 

783 

Probe 

TET- 5 ' - 

cctcgtctacatctctcaccgcgcc- 
3 1 -TAMRA 

25 

531 

784 

Reverse 

5 • -ctgctccaggctgttgagg-3 • 

19 

564 

785 


Table BDC . CNSjieurodegeneration_vl.Q. 


Tissue Name 

ReL Exp.(%) 

Ag07Gpcr, 

Run 

206989718 

Rel. Exp.(%) 
Gpcr07, Run 
224996509 

Tissue Name 

Rel. Exp.(%) 

Ag07Gpcr, 

Run 

206989718 

Rel. Exp.(%) 
Gpcr07, Run 
224996509 

AD 1 Hippo 

26.2 

8.5 

Control (Path) 3 
Temporal Ctx 

2.0 

5.6 

AD 2 Hippo 

64.2 

30.4 

Control (Path) 4 
Temporal Ctx 

42.9 

41.2 

AD 3 Hippo 

3.5 

9.4 

AD 1 Occipital 
Ctx 

14.3 

15.6 

AD 4 Hippo 

11.3 

8.2 

AD 2 Occipital 
Ctx (Missing) 

0.0 

0.0 

AD 5 hippo 

59.9 

78.5 

AD 3 Occipital 
Ctx 

3.6 

5.0 

AD 6 Hippo 

81.2 

40.9 

AD 4 Occipital 
Ctx 

23.8 

18.8 


805 


WO 03/023008 PCT/US02/28596 


1 

Control 2 Hippo 

j 
i 

53.2 

39.5 

AD 5 Occipital 
Ctx 

28.5 

16.8 

Control 4 Hippo 

11.2 

6.0 

AD 6 Occipital 
Ctx 

57.0 

57.0 

Control (Path) 3 
Hippo 

33 

4.5 

Control 1 
Occipital Ctx 

0.0 

4.6 

AD 1 Temporal 
Ctx 

17.2 

11.7 

Control 2 
Occipital Ctx 

46.0 

68.8 

AD 2 Temporal 
Ctx 

34.2 

30.1 

Control 3 
Occipital Ctx 

21.5 

18.8 

AD 3 Temporal 
Ctx 

1.7 

7.7 

Control 4 
Occipital Ctx 

3 4 

6.2 

AD 4 Temporal 
Ctx 

28.3 

18 7 

1 o. / 

Control (Path) 1 
Occipital Ctx 

94 0 

ion o 

AD 5 Inf 
Temporal Ctx 

95.3 

66.9 

Control (Path) 2 
Occipital Ctx 

19.8 

10.9 

AD 5 

SupTemporal 
Ctx 

53.6 

47.3 

Control f Pathl 3 
Occipital Ctx 

1.3 

3.8 

AD 6 Inf 
Temporal Ctx ! 

55.9 

36.6 

Control (Path) 4 
Occipital Ctx 

28.9 

19.1 

AD 6 Sup 
Temporal Ctx j 

78.5 

37.6 

Control 1 
Parietal Ctx 

7.5 

6.6 

Control 1 1 
Temporal Ctx 

5.3 

7.2 

Control 2 
Parietal Ctx 

42.3 

42.3 

Control 2 
Temporal Ctx 

61.1 

56.3 

Control 3 
Parietal Ctx 1 

19.1 

14.0 

Control 3 
Temporal Ctx 

28.1 

18.6 

Control (Path) 1 
Parietal Ctx 

80.7 

97.9 

Control 4 
Temporal Ctx 

15.1 

9.6 

Control (Path) 2 
Parietal Ctx 

30.6 

27.4 

Control (Path) 1 
Temporal Ctx 

100.0 

85.9 

Control (Path) 3 
Parietal Ctx 

2.0 

4.0 

Control (Path) 2 
Temporal Ctx 

57.4 

43.2 

Control (Path) 4 
Parietal Ctx 

48.3 

46.7 


Table BDD . Panel I 



Rel. Exp.(%) 


Rel. Exp.(%) 

Tissue Name 

Gpcr07, Run 

Tissue Name 

Gpcr07, Run 


J09664812 


109664812 
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Endothelial cells 

0.0 

Renal ca. 786-0 

0.0 

Endothelial cells (treated) 

0.0 

Renal ca. A498 

0.3 

Pancreas 

1.3 

Renal ca. RXF393 

0.0 

Pancreatic ca CAPAN 2 

0.0 

Renal ca. ACHN 

0.0 

Adrenal stand 

1.7 

Renal ca. UO-3 1 

0.0 

Thvroid 

1.3 

Renal ca TK- 1 0 

0.0 

Salivarv oland 

MUM V Ul J LL 1 Ctl 1 VI 

3.0 

Liver 

2.1 

Pituitary gland 

2.5 

Liver (fetal) 

3.8 

Brain (fetal) 

52.5 

Liver ca. (hepatoblast) 
HepG2 

0.0 

Brain (whole) 

46.3 

Lung 

0.0 

Brain (amygdala) 

83.5 

Lung (fetal) 

0.7 

Brain (cerebellum) 

19.1 

Lung ca. (small cell) LX-I 

0.0 

Brain (hippocampus) 

100.0 

Lungca. (small cell) NCI- 
H69 

3.7 

Brain (substantia nigra) 

43.5 

Lungca. (s.cell var.) SHP- 
77 

0.2 

Brain (thalamus) 

59.5 

Lung ca. (large cell)NCI- 
H460 

2.1 

Brain (hypothalamus) 

0.7 

Lung ca. (non-sm. cell) 
A549 

4.2 

Spinal cord 

7.5 

Lung ca. (non-s.cell) NCI- 
H23 

6.8 

glio/astro U87-MG 

0.0 

Lung ca. (non-s.cell) 
HOP-62 

0.1 

J^MU/dMIU U~l 1 O-IVIVJ 


Lung ca. (non-s.cl) NCI- 
H522 

J.O 


ft n 

Lung ca. (squam.) S W 
900 

0 3 

V.J 

neuro*; met SK-N-AS 

0.1 

Lung ca. (squam.) NCI- 
H596 

1.6 

astrocytoma SF-539 

0.8 

Mammary gland 

6.4 

astrocytoma SNB-75 

0.0 

Breast ca.* (pl.ef) MCF-7 

1.3 

glioma SNB-19 

1.5 

Breast ca.* (pl.ef) MDA- 
MB-231 

0.0 

glioma U251 

0.2 

Breast ca.* (pi. ef) T47D 

2.6 
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jglioma SF-295 

0.0 

Breast ca. BT-549 

0.0 

■■■„.— WW-! =- 

iHeart 

5.3 

Breast ca. MDA-N 

1.3 

^Skeletal muscle 

2.0 

Ovary 

5.6 

•DUHC MlaHUVV 

0.7 

Ovarian ca. OVCAR-3 

6.2 

j 

«Thvimi tQ 
5 i 1 1 y 1 1 1 10 

0.5 

Ovarian ca. OVCAR-4 

0.3 

knlppn 

3.4 

Ovarian ca. OVCAR-5 

1.1 

1 

ILyinph node 

0.6 

Ovarian ca. OVCAR-8 

8.0 

•Colon (ascending) 

1.6 

Ovarian ca. IGROV-1 

2.1 

Stomach 

1.3 

Ovarian ca. (ascites) SK- 
OV-3 

n i 

U. i 

■Small intestine 

2.2 

Uterus 

2.2 

i 

jColon ca. SW480 

0.5 

Placenta 

2.8 

bolon ca.* SW620 
|(SW480 met) 

0.1 

Prostate 

1 C 
1 .J 

i 

jColon ca. HT29 

0.3 

Prostate ca.* (bone met) 
PC-3 

0.0 

jCo!onca.HCT-tl6 

11.3 

Testis 

6.3 

jColon ca. CaCo-2 

0.7 

Melanoma Hs688(A).T 

0.0 

i 

[Colon ca. HC I -15 

i 

u.u 

Melanoma* (met) 
Hs688(B).T 

O 1 
v. 1 

\ 

Colon ca. HCC-2998 

0.4 

Melanoma UACC-62 

9.8 

Gastric ca. * (liver met) 
NCI-N87 

0.4 

Melanoma M14 

3.3 

Bladder 

2.7 

Melanoma LOX IMVI 

0.0 

Trachea 

1.5 

Melanoma* (met) SK- 
MEL-5 

4.2 

Kidney 

2.9 

Melanoma SK-MEL-28 

2.9 

Kidney (fetal) 

51.8 




Table BDE. Panel 1.2 






Rel. 

Rel. 


Rel. Exp.(%) 

Rel. Exp.(%) 


Exp.(%) 

]Exp.(%) 

Tissue Name 

Gpcr07, Run 

Gpcr07, Run 

Tissue Name 

Gpcr07, 

]Gpcr07, 


124273559 

126539429 


Run 

jRun 





124273559 

]l26539429 

Endothelial cells 

0.0 

0.1 

Renal ca. 786-0 

0.0 

{0.0 
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Heart fFetah 

2.8 

2.8 

\ 1 
Renal ca. A498 JO.O jo.l 

Pancreas 

0.3 

0.9 

i 

Renal ca. RXF 393 ]0.0 

0.0 

Pancreatic ca. 
PA PAN 2 

0.0 

0.0 

Renal ca. ACHN 

0.0 

0.0 

r\UICllai vjiaiiu 

t 7 

1.5 

Renal ca. UO-3 1 

0.0 

0 0 

t 1 1 jr I Uiu 

0 2 

0.7 

Renal ca. TK-10 

0.0 

0.0 

Salivary gland 

1.3 

1.0 

Liver 

0.7 

0.6 

Pituitary gland 

0.4 

0.6 

Liver (fetal) 

1.3 

1.0 

Brain (fetal) 

17.2 

1 

Liver ca. 

(hepatoblast) HepG2 

0.0 

0.0 

Brain (whole) 

34.9 

39.2 

Lung 

0.1 

0.1 

Brain (amygdala) 

40.6 

29.7 

Lung (fetal) 

0.6 

0.8 

Brain (cerebellum) 

5.3 

9.9 

Lung ca. (small cell) 
LX-1 

0.0 

0.1 

Brain (hippocampus) 

45.7 

51.1 

Lung ca. (small cell) 
NCI-H69 

0.7 

0.5 

Brain (thalamus) 

10.4 

15.8 

Lung ca. (s.cell var.) 
SHP-77 

0.1 

0.1 

Cerebral Cortex 

100.0 

100.0 

Lung ca. (large ! 
ceII)NCI-H460 

0.8 

0.5 

Spinal cord 

3.8 

3.1 

Lung ca. (non-sm. 
cell)A549 

2.0 

1.0 

glio/astro U87-MG 

0.0 

0.0 

Lung ca. (non-s.cell) 
NCI-H23 

1.7 

0.9 

glio/astroU-118-MG 

0.0 

0.0 

Lung ca. (non-s.cell) 
HOP-62 

0.0 

0.0 

astrocytoma 
SW1783 

0.0 

0.0 

Lung ca. (non-s.cl) 
NC1-H522 

1.4 

1.5 

neuro*; met SK-N- 
AS 

0.0 

0.0 

Lung ca. (squam.) 
SW 900 

0.1 

0.1 

astrocytoma SF-539 

0.2 

0.2 

Lung ca. (squam.) 
NC1-H596 

0.4 

0.5 

astrocytoma SNB-75 

0.0 

0.0 

Mammary gland 

0.8 

1.3 

glioma SNB-19 

0.4 

0.3 

Breast ca.* (pl.ef) 
MCF-7 

0.2 

0.2 

glioma U251 

0.0 

0.1 

Breast ca.* (pl.ef) 
MDA-MB-231 

0.0 

0.0 
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glioma SF-295 

0.0 

0.0 

Breast ca.* (pi. ef) 
T47D 

0.3 

0.6 

Heart 

2.8 

1.6 

Breast ca. BT-549 

0.0 

0.0 

Skeletal Muscle 

0.6 

0.6 

Breast ca. MDA-N 

0.3 

0.2 

Bone marrow 

0.1 

0.1 

Ovary 

2.5 

1.6 

Thymus 

0.1 

0.1 

Ovarian ca. 
OVCAR-3 

0.9 

1.1 

Spleen 

0.5 

0.6 

Ovarian ca. 
OVCAR-4 

0.2 

0.1 

Lymph node 

0.4 

0.3 

Ovarian ca. 
OVCAR-5 

0.4 

0.4 

Colorectal Tissue 

0.4 

0.3 

Ovarian ca. 
OVCAR-8 

0.6 

0.7 

Stomach 

0.9 

A C 

0.5 

Ovarian ca. IGROV- 
1 

0.4 

O.j 

Small intestine 

1 "7 

1 .J 

Ovarian ca. (ascites) 
SK-OV-3 

0.0 

O. I 

Colon ca. SW480 

0.1 

0.1 

Uterus 

1.1 

1.1 

Colon ca.* SW620 
(SW480 met) 

A 1 

O.l 

A 1 

0.1 

Placenta 

1 .2 

i i 
1 . 1 

Colon ca. HT29 

0.0 

0.0 

Prostate 

0.7 

0.4 

Colon ca. HCT-116 

2.7 

2.6 

Prostate ca.* (bone 
met) PC-3 

0.0 

0.0 

Colon ca. CaCo-2 

0.2 

0.2 

Testis 

1.4 

1.7 

Colon ca. Tissue 
(0DO3866) 

0.4 

0.3 

Melanoma 
Hs688(A).T 

0.0 

0.0 

Colon ca. HCC-2998 

0.1 

0.1 

Melanoma* (met) 
Hs688(B).T 

0.0 

0.0 

Gastric ca.* (liver 
met) NCI-N87 

0.2 

0.2 

Melanoma UACC- 
62 

3.0 

3.3 

Bladder 

0.9 

1.0 

Melanoma Ml 4 

0.4 

0.7 

Trachea 

0.5 

0.4 

Melanoma LOX 
IMVI 

0.0 

0.0 

Kidney 

0.9 

1.4 

Melanoma* (met) 
SK-MEL-5 

1.0 

0.9 

Kidney (fetal) 

3.9 

3.6 


i 
i 

i 


Table BDF . Panel 4. ID 
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Tissue Name 

Rel. Exp.(%) 
Ag07Gpcr, Run 
i J 81 981 925 

Tissue Name 

Rel. Exp.(%) 
;Ag07Gpcr, Run 
181981925 

Secondary Th 1 act 

■0.0 

HUVEC IL-lbeta 

4.6 

Secondary Th2 act 

0.0 

HUVEC IFN gamma 

3.1 

Secondary Trl act 


HUVEC TNF alpha +1FN 
gamma 

0.0 

Secondary Th I rest 

0.0 

HUVEC TNF alpha + IL4 

2.1 

Secondary Th2 rest 

0.0 

HUVEC IL-1 1 

1.9 

Secondary Trl rest 

0.0 

Lung Microvascular EC none 

31.9 

Primary Thl act 

0.0 

Lung Microvascular EC 
TNFalpha* IL-lbeta 

7.1 

Primary Th2 act 

0.0 

Microvascular Dermal EC 
none 

57.0 

Primary Trl act 

2.0 

Microsvasular Dermal EC 
TNFalpha* IL-lbeta 

34.2 

Primary Th I rest 

1.5 

Bronchial epithelium 
TNFalpha + ILlbeta 

0.0 

Primary Th2 rest 

0.0 

Small airway epithelium none 

1.7 

Primary Trl rest 

0.0 

Small airway epithelium 
TNFalpha-HL-Ibeta 

1.7 

CD45RA CD4 
lymphocyte act 

i.i ! 

Coronery artery SMC rest 

0.0 

CD45ROCD4 
lymphocyte act 

0.0 

Coronery artery SMC 
TNFalpha* IL-lbeta 

0.9 

CD8 lymphocyte act 

0.0 

Astrocytes rest 

1.2 

Secondary CDS 
lymphocyte rest 

0.0 

Astrocytes TNFalpha + IL- 
lbeta 

6.4 

Secondary CD8 
lymphocyte act 

1.0 

KU-812 (Basophil) rest 

0.0 

CD4 lymphocyte none 

0.0 

KU-8 12 (Basophil) 
PMA/ionomycin 

2.0 

2ryThl/Th2/Trl anti- 
CD95 CH11 

0.0 

CCD1 106 (Keratinocytes) 
none 

0.7 

LAK cells rest 

5.7 

CCD I 106 (Keratinocytes) 
TNFalpha + IL-lbeta 

0.9 

LAK ceils IL-2 

D.O 

Liver cirrhosis 

9.4 
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;LAK cells IL-2+IL-12 

0.0 

NCI-H292 none 

1.1 

iLAK cells IL-2+IFN 
jgamma 

0.1 

NCI-H292 IL-4 

0.9 

• 

■LAK cells IL-2+IL-18 

0.0 

NCI-H292 IL-9 

0.9 

I ~" 

lAK cells 
■PMA/ionomycin 

1.1 

NCI-H292 1L-13 

1.9 

NK Cells IL-2 rest 

0.0 

NCI-H292 IFN gamma^ 

0.9 

Two Way MLR 3 day 

0.0 

HPAEC none 

0.0 

Two Way MLR 5 day 

0.0 

HPAECTNF alpha + IL-I 
beta 

0.0 

1 vvu Way IVILjIx / Uay 


Lung fibroblast none 

0.0 

i 

jPBMC rest 

0.0 

Lung Fibroblast TNF alpha + 
IL-I beta 

1.7 

J 

jPBMC PWM 

0.0 

Lung fibroblast IL-4 

„ 

i 

[PBMCPHA-L 

0.0 

Lung fibroblast IL-9 jo.O 

IRamos (B cell) none 

0.0 

Lung fibroblast IL- 13 ]2.0 

jRamos (B cell) ionomycin 

0.0 

Lung Fibroblast IFN gamma jo.O 

< 

:B lymphocytes PWM 

0.2 

Dermal fibroblast CCD 1070 
rest 

4.8 

B lymphocytes CD40L 
and IL-4 

0.0 

Dermal fibroblast CCD 1070 
TNF alpha 

1.0 

EOL-1 dbcAMP 

0.0 

Dermal fibroblast CCD 1070 
IL-1 beta 

0.0 

FOL-1 dbcAMP 
PMA/ionomycin 

1.7 

Dermal fibroblast IFN 
gamma 

0.0 

Dendritic cells none 

35.6 

Dermal fibroblast IL-4 

1.8 

Dendritic cells LPS 

30.6 

Dermal Fibroblasts rest 

1.8 

Dendritic cells anti-CD40 

31.0 

Neutrophils TNFa+LPS 

2.2 

Monocytes rest 

0.0 

Neutrophils rest 

0.7 

Monocytes LPS 

4.2 

Colon 

8.5 

Macrophages rest 

28.3 

Lung ^ 

100.0 

Macrophages LPS 

1.3 

Thymus 

11.2 

HUVEC none 

0.0 

Kidney _ 

77.4 

HUVEC starved 

3.3 
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Table BDG . Panel CNSJ 


i i 
i IRel. Exp.(%) 
Tissue Name |Gpcr07, Run 
i [182328460 

Tissue Name 

Rel. Exp.(%) 
Gpcr07, Run 

i : 

|BA4 Control 

" 

30.8 

O A 1 "7 DCD 

DAI / ror 


1 

IBA4 Control2 

70.2 

BA17PSP2 

11.2 

|BA4 Alzheimer's2 

7.1 

Sub Nigra Control 

11.3 

BA4 Parkinson's 

23.8 

Sub Nigra ControI2 

2.4 

dA4 Parkinson sz 

49.7 

Sub Nigra 
Alzheimer's2 

5.2 

BA4 Huntington's 

21.3 

Sub Nigra Parkinson's2 

1 1 "7 

It./ ! 

1 

|BA4 Huntington's2 

17.0 

Sub Nigra Huntington's 

10. J 

i 
1 

|BA4 PSP 
* 

i 

10.1 

Sub Nigra 
Huntington si 

6.2 

I 

;BA4 PSP2 

38.4 

Sub Nigra PSP2 

2.8 

|bA4 Depression 

34.2 

Sub Nigra Depression 

4.0 

j 

|BA4 Depression2 

10.4 

Sub Nigra Depress ion2 

3.8 

|BA7 Control 

33.0 

Glob Palladus Control 

3.0 

|BA7 Control2 

30.4 

Glob Palladus Control2 

6.3 

BA7 Alzheimer's2 

9.0 

Glob Palladus 
Alzheimer's 

5.2 

BA7 Parkinson's 

11.7 

Glob Palladus 
Alzheimer's2 

4.6 

BA7 Parkinson's2 

17.2 

Glob Palladus 
Parkinson's 

32.8 

BA7 Huntington's 

36.3 

Glob Palladus 
Parkinson's2 

4.3 

BA7 Huntington's2 

21.8 

Glob Palladus PSP 

2.4 

BA7 PSP 

35.8 

Glob Palladus PSP2 

5.7 

BA7 PSP2 

23.7 

Glob Palladus 
Depression 

3.7 

BA7 Depression 

10.4 

Temp Pole Control 

21.6 

BA9 Control 

29.3 

Temp Pole Control2 

81.2 

BA9 Control2 

100.0 

Temp Pole Alzheimer's 

6.4 
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r — - — - 

BA9 Alzheimer's 

7.1 

Temp Pole 
Alzheimer's2 

lo.u 

BA9 Alzheimer's2 

203 

Temp Pole Parkinson's 

29.5 

BA9 Parkinson's 

36.6 

Temp Pole 
Parkinson's2 


BA9 Parkinson's2 

39.8 

Temp Pole 

l-l nn tl r»frtrti J i f c 

nunungion b 

33.0 

D Aft I litnti'nfrtnnV 

t>Ay Huntington s 

ACi 1 

Temn Pnlp P^P 

7 1 

t>Av Huntington sz 

m 

Tpmn Prvlf* PQP9 

I CIIIU rule r or £* 

10 4 

BA9 PSP 

19.9 

1 Cllip r CMC 

Depression2 

12.1 

BA9 PSP2 

8.4 

Cing Gyr Control 

49.0 

BA9 Depression 

15.9 

Cing Gyr Control2 

76.3 

BA9 Depression2 

n n 
iz.y 

J r> rr r"I\/r A !*7fi#»ti"inpr'c 

L/ing vjyr /ai£iiciiiigi :> 

16 R 

1 \J.O 

DA 17 /"'y-vnti-rvl 

daw control 


fino f"ivr Alyhpimpr's^ 

17.1 

da I / control/ 


dllg vJ jr I r dl KllloV/ll b 


jbAi / Aizneimersz 

1 1 Q 

{""mir fivr Pnrlf incrnVc 1 ? 

17 7 

BA 1 7 Parkinson's 

29.3 

Cing Gyr Huntington's 

40.6 

BA17Parkinson's2 

26.4 

Cing Gyr 
Huntington's2 

12.2 

BA 17 Huntington's 

21.8 

Cing Gyr PSP 

11.8 

BAI7Huntington's2 

18.8 

Cing Gyr PSP2 

6.3 

BA17 Depression 

15.5 

Cing Gyr Depression 

12.5 

BA17Depresston2 

28.5 

Cing Gyr Depression2 

15,2 


CNS_neurodegeneration_vl.O Summary: Ag07Gpcr/ Gpcr07 Two runs with the 
same probe and primer set produce results that are in excellent agreement. This profile 
confirms the expression of this gene at moderate levels in the brain. This gene appears to be 
slightly down-regulated in the temporal cortex of Alzheimer's disease patients. Therefore, 


5 up-regulation of this gene or its protein product, or treatment with specific agonists for this 
receptor may be of use in reversing the dementia, memory loss, and neuronal death 
associated with this disease. 

Panel 1 Summary: Gpcr07 Highest expression of this gene is seen in the 
hippocampus (CT=23), with high levels of detection seen in all regions of the CNS 
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examined. This gene encodes a leucine-rich repeat protein. Leucine rich repeats (LRR) 
mediate reversible protein-protein interactions and have diverse cellular functions, including 
cellular adhesion and signaling. Several of these proteins, such as connectin, slit, chaoptin, 
and Toll have pivotal roles in neuronal development in Drosophila and may play significant 
5 but distinct roles in neural development and in the adult nervous system of humans (Ref. 1). 
In Drosophilia, the LRR region of axon guidance proteins has been shown to be critical for 
their function (especially in axon repulsion). Since the leucine-rich-repeat protein encoded 
by this gene shows high expression in the cerebral cortex, it is an excellent candidate 
neuronal guidance protein for axons, dendrites and/or growth cones in general. Therefore, 
10 therapeutic modulation of the levels of this protein, or possible signaling via this protein, 
may be of utility in enhancing/directing compensatory synaptogenesis and fiber growth in 
the CNS in response to neuronal death (stroke, head trauma), axon lesion (spinal cord 
injury), or neurodegeneration (Alzheimer's, Parkinson's, Huntington's, vascular dementia or 
any neurodegenerative disease). 

15 Moderate to high levels of expression are also seen in cell lines derived from kidney, 

breast, colon, melanoma, ovarian cancer, lung cancer, and brain cancer. Therefore, 
therapeutic modulation of the expression or function of this gene product may be effective 
in the treatment of these cancers. 

Among metabolically relevant tissues, this gene expression is seen in skeletal 
20 muscle, thyroid, pancreas, adrenal, heart, adult and fetal liver, and pituitary gland. This 
observation suggests that therapeutic modulation may aid the treatment of metabolic 
diseases such as obesity and diabetes as well as neuroendocrine disorders. Glycoprotein 
hormones influence the development and function of the ovary, testis and thyroid by 
binding to specific high-affinity receptors. The extracellular domains of these receptors are 
25 members of the leucine-rich repeat (LRR) protein superfamily and are responsible for the 
high-affinity binding. 

In addition, this gene is expressed at much higher levels in fetal kidney tissue 
(CT=24) when compared to expression in the adult counterpart (CT=28). Thus, expression 
of this gene may be used to differentiate between the fetal and adult source of this tissue. 

30 References: 


815 


WO 03/023008 


PCT7US02/28596 


1 . Jiang X., Dreano M„ Buckler D.R., Cheng S., Ythier A., Wu H., Hendrickson 
W.A., el Tayar N. (1995) Structure 3: 1341-1353. 

2. Battye R., Stevens A., Perry R.L., Jacobs J.R. (2001) J. Neurosci. 2 1 : 4290-4298. 

3. Itoh A., Miyabayashi T., Ohno M., Sakano S. 1998 Brain Res. Moi. Brain Res. 
5 62:175-186. 

Panel 1.2 Summary: Ag07Gpcr /Gpcr07 Two runs with the same probe and primer 
set produce results that are in excellent agreement. Highest expression of this gene is seen in 
the cerebral cortex (CTs=21-22). High levels of expression are seen throughout the CNS, 
consistent with Pane! 1 . 

10 Panel 4.1D Summary: Ag07Gpcr Highest expression of this gene is seen in the 

lung (CT=29.5). Moderate expression is also seen in the kidney, treated and untreated lung 
and microvascular dermal endothelial cells, treated and untreated dendritic cells, and 
macrophages. Therefore, therapeutic modulation of this gene may be used for the treatment 
of autoimmune and inflammatory diseases such as asthma, allergies, inflammatory bowel 

1 5 disease, lupus erythematosus, psoriasis, rheumatoid arthritis, and osteoarthritis. 

Panel CNS_1 Summary: Gpcr07 This panel confirms the expression of this gene 
at high levels in the brain. See Panels 1 and CNSjieurodegeneration_vl.O for discussion of 
this gene in the central nervous system. 

BE. CG99777-02: CD30 LIGAND-LIKE PROTEIN. 

20 Expression of gene CG99777-02 was assessed using the primer-probe sets Ag6623, 

Ag6747 and Ag6919, described in Tables BEA, BEB and BEC. Results of the RTQ-PCR 
runs are shown in Tables BED, BEE and BEF. Note that CG99777-02 represents a full- 
length physical clone. 


Table BEA . Probe Name Ag6623 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -agaaagcgcctctctaccatac- 

22 

745 

786 

Probe 

TET- 5 1 - 

tatttcatccctccaaacacttgggc 
-3 ' -TAMRA 

26 

769 

787 
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1 

: Reverse 

5' - 

gaggagaatccttzcttggtctaaa- 

i 

{ 

24 {806 

I 

788 

Table BEB. Probe Name Ag6747 

Primers 

Sequences 

Length 

Start 
Position 

SEQ ID No 

Forward 

5 ' -aaaggagtggcaaagcatct-3 * 

20 

320 

789 

Probe 

TET- 5 • - 

catggagaatgccatctttgttccaa 
-3 ' -TAMRA 

26 

358 

790 

Reverse 

5 • -ccagattcccatcctgatatc- 
3* 

21 

390 

791 


Table BEC . Probe Name Ag6919 


Primers 

Sequences 

Length 

Start 
Position 

SEQ ID 

No 

Forward 

5 ' -cctcaaaggagtggcaaagc-3 ' 

20 

316 

792 

Probe 

TET- 5 ' - 

caaaaccaagttgtcttggaacaaagatggcat 
tctcc-3 • -TAMRA 

38 

343 

793 

Reverse 

5 ' -ccagattcccatcctgatatctga-3 ' 

24 

387 

794 


Table BED . AI_comprehensive panel_vl.O 


Tissue Name 

Rel. Exp.(%) 
Ag6919, Run 
308380234 

Tissue Name 

Rel. Exp.(%) 
Ag6919, Run 
308380234 

110967 COPD-F 

6.9 

1 12427 Match Control 
Psoriasis-F 

10.0 

110980 COPD-F 

9.0 

1 12418 Psoriasis-M 

3.5 

110968 COPD-M 

7.0 

112723 Match Control 
Psoriasis-M 

2.7 

110977 COPD-M 

13.0 

1 124 19 Psoriasis-M 

8.8 

110989 Emphysema-F 

7.8 

112424 Match Control 
Psoriasis-M 

3.3 

110992 Emphysema-F 

4.5 

112420 Psoriasis-M 

17.9 

110993 Emphysema-F 

3.4 

112425 Match Control 
Psoriasis-M 

9.6 

110994 Emphysema-F 

2.6 

104689 (MF) OA Bone- 
Backus 

50.3 
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1 10995 Emphysema-F 

7.1 

1 04600 fMF'l AHi 

"Normal" Bone-Backus 

27.9 

[ " ! 

1 10996 Emphysema-F j 

i ... _ . J 

1.3 

1 two? 1 ^ivir^ \Jr\ 

Synovium-Backus 

47.3 

j j 

110997 Asthma-M 

• ' j 

3.3 

Cartilage-Backus 

0.0 

i i 
111001 Asthma-F 

11.3 

l U4ov4 (da j ua tsone- 
Backus 

32.8 

111002 Asthma-F | 

9.9 

lft/IAQ\ ^DA^ A At 

IU40VD \\3ri) AQJ 

"Normal" Bone-Backus 

27.2 

1 1 1003 Atopic Asthma- 1 

F ' \ 

8.8 

1 U40VO (^dA J UA 

Synovium-Backus 

82.4 

• 1 1 1004 Atopic Asthma- ; 

If 

8.0 

I U4 /uu (obj ua t>one- 
Backus 

30.6 

|ll 1005 Atopic Asthma- j 

|F ! 

3 8 

104701 (SS) Adj 
"Normal" Bone-Backus 

40.9 

hi 1006 Atopic Asthma- 
iF 

0.8 

104702 (SS)OA 
Synovium-Backus 

66.4 

| 

•111417 AllfM-ov-M 

4 4 

117093 OA Cartilage 
Rep7 _ 

6.3 

j — "". 

U12347 Allergy-M 

0.0 

112672 OA Bone5 

11.0 

j 112349 Normal Lung-F 

0.0 

112673 OA Synoviums 

5.8 

r 

112357 Normal Lung-F 

6.7 

1 12674 OA Synovial 
Fluid cells5 

5.1 

1 12354 Normal Lung- 
M 

3.5 

11 71 00 OA Cartilage 
Rep 14 

2.8 

112374 Crohns-F 

4.7 

11 2756 OA Bone9 

3.2 

112389 Match Control 
Crohns-F 

8.2 

1 12757 OA Synovium9 

2.3 

112375 Crohns-F 

3.3 

112758 OA Synovial 
Fluid Cells9 

6.8 

1 12732 Match Control 
Crohns-F 

50.0 

1 17125 RA Cartilage 
Rep2 

7.1 

112725 Crohns-M 

1.9 

113492 Bone2 RA 

16.5 

112387 Match Control 
Crohns-M 

3.7 

113493 Synovium2 RA 

5.3 

112378 Crohns-M 

0.2 

113494 Syn Fluid Cells 
RA 

6.0 
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112390 Match Control 
Crohns-M 

6.7 

113499 Cartilage4 RA 

9.9 

[ 12726 Crohns-M 

12.6 

113500 Bone4 RA 

5.5 

112731 Match Control 
Crohns-M 

5.1 

1 13501 Synovium4 RA 

5.8 

112380 Ulcer Col-F 

2.3 

113502 Syn Fluid Cells4 
RA 

6.2 

112734 Match Control 
Ulcer Col-F 

100.0 

113495 Cartilage3 RA 

7.8 

112384 Ulcer Col-F 

6.8 

113496 Bone3 RA 

9.5 

112737 Match Control 
Ulcer Col-F 

4.0 

1 13497 Synovium3 RA 

7.5 

112386 Ulcer Col-F 

4.0 

113498 Syn Fluid Cells3 
RA 

11.3 

112738 Match Control 
Ulcer Col-F 

9.2 

117106 Normal Cartilage 
Rep20 

0.8 

112381 Ulcer Col-M 

0.2 

113663 Bone3 Normal 

0.0 

112735 Match Control 
Ulcer Col-M 

0.8 

1 13664 Synovium3 
Normal 

0.0 

112382 Ulcer Col-M 

7.3 

113665 Syn Fluid Cells3 
Normal 

0.1 

112394 Match Control 
Ulcer Col-M 

1.4 

1 17107 Normal Cartilage 
Rep22 

1.3 

112383 Ulcer Col-M 

4.8 

113667 Bone4 Normal 

1.8 

112736 Match Control 
Ulcer Col-M 

3.9 

1 13668 Synovium4 
Normal 

3.0 

112423 Psoriasis-F 

5.0 

113669 Syn Fluid Cells4 
Normal 

4.7 


Table BEE . General_screening_panel_vl.6 


Tissue Name 

ReL Exp.(%) 
Ag6919, Run 
278388682 

Tissue Name 

Rel. Exp.(%) 
Ag6919, Run 
278388682 

Adipose 

23.7 

Renal ca. TK-10 

0.0 

Melanoma* Hs688(A).T 

0.0 

Bladder 

16.4 

Melanoma* Hs688(B).T 

0.0 

Gastric ca. (liver met.) 
NCI-N87 

0.8 

Melanoma* M14 

0.0 

Gastric ca. KATO III 

0.0 
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i 

Melanoma* LOXIMV1 

1.4 

Colon ca. S W-948 

0.0 

iMelanoma* SK-MEL-5 

0.0 

Colon ca. SW480 

0.0 

1 

•Squamous cell carcinoma 

iscc-4 

0.0 

Colon ca.* (SW480 met) 
SW620 

0.0 

Tpctic Pool 



n n 

v.v 

Prostate ca * (bir\r\(* ir\M\ 

|PC-3 

0.0 

Colon ca. HCT-116 

0.0 

Prostate Pool 

5.2 

Colon ca. CaCo-2 

2.4 

Placenta 

* ■ — - — 

5.7 

Colon cancer tissue 

15.5 

lUterus Pool 

0.0 

Colon ca.SWI116 

0.0 

Ovarian ca. OVCAR-3 

0.0 

Colon ca. Colo-205 

0.0 

Ovarian ca. SK-OV-3 

0.0 

Colon ca. SW-48 

0.0 

Ovarian ca. OVCAR-4 

0.0 

Colon Pool 

15.0 

Ovarian ca. OVCAR-5 

0.0 

Small Intestine Pool 

4.3 

Ovarian ca. IGROV-1 

0.0 

Stomach Pool 

5.6 

Ovarian ca. OVCAR-8 

0.0 

Bone Marrow Pool 

2.6 

Ovary 

9.9 

Fetal Heart 

1.4 

Breast ca. MCF-7 

0.0 

Heart Pool 

2.8 

Rrpa<;t ra MDA-MR.91 1 


L»ympn inouc. rooi 

o. / 

Breast ca. BT 549 

0.0 

Fetal Skeletal Muscle 

0.0 

Breast ca. T47D 

0.0 

Skeletal Muscle Pool 

1.7 

Breast ca. MDA-N 

0.0 

Spleen Pool 

11.5 

Breast Pool 

7.3 

Thymus Pool 

46.3 

Trachea 

12.7 

CNS cancer (glio/astro) 
U87-MG 

2.2 

Lung 

0.0 

CNS cancer (glio/astro) 
U-1I8-MG 

0.0 

Fetal Lung 

15.5 

CNS cancer (neurojmet) 
SK-N-AS 

0.0 

Lungca. NCI-N417 

0.0 

CNS cancer (astro) SF- 
539 

0.0 

Lung ca. LX-1 

O.O 

CNS cancer (astro) SNB- 
75 

0.0 
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i 

jLung ca. NCI-HI46 

0.0 

CNS cancer (glio) SNB- 
19 

0.0 

{Lung ca. SHP-77 

4.7 

CNS cancer (glio) SF-295 

0.0 

Lung ca. A549 

0.0 

Brain (Amygdala) Pool 

2.4 

Lungca. NCI-H526 

100.0 

Brain (cerebellum) 

1.8 

Lung ca. NCI-H23 

0.0 

Brain (fetal) 

0.0 

Lung ca. NCI-H460 

0.0 

Brain (Hippocampus) 
Pool 

1.7 

Lung ca. HOP-62 

0.0 

Cerebral Cortex Poo! 

0.0 

Lung ca. NCI-H522 

0.0 

Brain (Substantia niera) 
Pool 

0.0 

Liver 

0.0 

Brain (Thalamus) Pool 

1.0 

Fetal Liver 

5.6 

Brain (whole) 

1.7 

Liver ca. HepG2 

0.0 

Spinal Cord Pool 

4.3 

Kidney Pool 

13.9 

Adrenal Gland 

5.2 

Fetal Kidney 

3.4 

Pituitary gland Pool 

0.0 

Renal ca. 786-0 

0.0 

Salivary Gland 

1.8 

Renal ca. A498 

0.0 

Thyroid (female) 

0.8 

Renal ca. ACHN 

0.0 

Pancreatic ca. CAPAN2 

0.0 

Renal ca. UO-3 1 

0.0 

Pancreas Pool 

1.7 


Table BEF . Panel 4. ID 


Tissue Name 

Rel. 

Exp.(%) 
Ag6747, 
Run 

277641366 

Rel. 

Exp.(%) 
Ag6919, 
Run 

306067437 

Tissue Name 

Rel. 

Exp.(%) 
Ag6747, 
Run 

277641366 

ReL 

Exp.(%) 
Ag6919, 
Run 

306067437 

Secondary Thl act 

8.1 

8.1 

HUVECIL-lbeta 

0.1 

0.0 

Secondary Th2 act 

12.3 

17.6 

HUVEC I FN gamma 

0.0 

0.0 

Secondary Trl act 

3.3 

5.1 

HUVEC TNF alpha + 
I FN gamma 

0.0 

0.0 

Secondary Thl rest 

3.8 

3.4 

HUVEC TNF alpha + 
IL4 

0.0 

0.0 

Secondary Th2 rest 

4.0 

3.9 

HUVEC IL-I1 

1.4 

0.0 
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Secondary Trl rest 

6.0 

7.1 

Lung Microvascular 
EC none 

0.0 

0.0 

Primary Thl act 

47.3 

9.7 

Lung Microvascular 
EC TNFalpha + IL- 
lbeta 

0.0 

t. 

0.0 

Primary Th2 act 

100.0 

59.5 

Microvascular Dermal 
EC none 

0.0 

0.0 

Primary Trl act 

82.4 

100.0 

Microsvasular Dermal 
EC TNFalpha + 1L- 
Ibeta 

0.0 

0.0 

PrimarvThl rest 

J 1 IIIIUI J 1111 IWl 

1.3 

1.2 

Bronchial epithelium 
TNFalpha + IL J beta 

0.0 

0.0 

Primary Th2 rest 

1.6 

1.7 

Small airway 
epithelium none 

0.0 

0.0 

Primary Trl rest 

0.5 

0.5 

Small airway 
epithelium TNFalpha 
+ IL-Ibeta 

0.0 

0.0 

CD45RACD4 
lymphocyte act 

6.0 

6.8 

Coronery artery SMC 
rest 

0.0 

0.0 

CD45ROCD4 
lymphocyte act 

12.4 

19.1 

Coronery artery SMC 
TNFalpha + I L-l beta 

0.0 

0.0 

CD8 lymphocyte act 

1.3 

1.1 

Astrocytes rest 

0.0 

0.0 

Secondary CD8 
lymphocyte rest 

1.9 

1.2 

Astrocytes TNFalpha 
+ IL-lbeta 

0.0 

0.0 

Secondary CD8 
lymphocyte act 

1.0 

0.4 

KU-8 12 (Basophil) 
rest 

0.0 

0.0 

CD4 lymphocyte 
none 

3.1 

2.4 

KU-8 12 (Basophil) 
PMA/ionomycin 

0.0 

0.0 

2ry 

Thl/Th2/Trl anti- 
CD95 CH11 

2.3 

3.0 

CCD 1 106 

(Keratinocytes) none 

0.0 

0.0 

LAK cells rest 

3.6 

3.3 

CCD1 106 
(Keratinocytes) 
TNFalpha + IL-1 beta 

0.0 

0.0 

LAK cells 1L-2 

1.2 

1.2 

Liver cirrhosis 

0.2 

0.3 

LAK cells IL-2+IL- 
12 

0.3 

0.3 

NC1-H292 none 

0.0 

0.0 

LAK cells IL-2+IFN 
gamma 

1.8 

2.1 

NCI-H292 IL-4 

0.0 

0.0 
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LAK cells 1L-2+ IL- 
18 

0.8 

0.9 

NCI-H292 IL-9 

i 

0.0 

0.0 

LAK cells 
jPMA/ionomycin 

12.9 

18.7 

NCI-H292IL-I3 

0.0 

0.0 

NK Cells IL-2 rest 

6.4 

5.4 

NCI-H292 IFN 
gamma 

0.0 

0.0 

Two Way MLR 3 
day 

2.1 

1.6 

HPAEC none 

0.0 

0.0 

Two Way MLR 5 
day 

0.4 

0.6 

HPAEC TNF alpha + 
IL-1 beta 

0.2 

0.0 

Two Way MLR 7 
day 

0.6 

0.5 

Lung fibroblast none 

0.0 

0.0 

PBMC rest 

1.1 

2.1 

Lung fibroblast TNF 
alpha + 1L-1 beta 

0.0 

0.0 

PBMC PWM 

0.7 

0.3 

Lung fibroblast IL-4 

0.0 

0.0 

PBMC PHA-L 

1.0 

1.2 

Lung fibroblast IL-9 

0.0 

0.0 

Ramos (B cell) none 

3.6 

4.7 

Lung fibroblast IL-I 3 

0.0 

0.0 

Ramos (B cell) 
ionomycin 

15.4 

15.1 

Lung fibroblast IFN 
gamma 

0.0 

0.0 

B lymphocytes PWM 

2.6 

3.0 

Dermal fibroblast 
CCD 1 070 rest 

0.0 

0.0 

B lymphocytes 
CD40L and IL-4 

4.8 

4.1 

Dermal fibroblast 
CCD 1 070 TNF alpha 

6.3 

4.6 

EOL-1 dbcAMP 

0.0 

0.0 

Dermal fibroblast 
CCD1070 IL-1 beta 

0.0 

0.0 

EOL-1 dbcAMP 
PMA/ionomycin 

A 1 

U. 1 

A A 
U.U 

Dermal fibroblast IFN 
gamma 

n ft 

U.U 

U.U 

Dendritic cells none 

1.6 

2.7 

Dermal fibroblast IL-4 

0.0 

0.0 

Dendritic cells LPS 

1.3 

1.2 

Dermal Fibroblasts 
rest 

0.0 

0.0 

Dendritic cells anti- 
CD40 

1.1 

1.4 

Neutrophils 
TNFa+LPS 

3.7 

4.9 

Monocytes rest 

2.2 

3.3 

Neutrophils rest 

2.1 

3.3 

Monocytes LPS 

9.4 

9.4 

Colon 

0.1 

0.0 

Macrophages rest 

I.I 

0.3 

Lung 

0.1 

0.0 

Macrophages LPS 

0.5 

0.5 

Thymus 

1.5 

3.0 

HUVEC none 

0.0 

0.0 

Kidney 

0.1 

0.0 
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jHUVEC starved 


0.0 jO.O 


AI_comprehensive panel_vl.O Summary: Ag6919 Highest expression of this 
gene is seen in a normal tissue adjacent to ulcerative colitis (CT=29.5). This gene is widely 
expressed in this panel, with moderate levels of expression in a cluster of OA samples. 
Thus, expression of this gene could be used to differentiate between the OA samples and 
5 other samples on this panel, and as a marker of OA. Furthermore, therapeutic modulation of 
the expression or function of this gene may be useful in the treatment of OA. 

General_screeningpanel_vl.6 Summary: Ag6919 Expression of this gene is 
restricted to a sample derived from a lung cancer cell line and from the thymus(CTs=33- 
34). Thus, expression of this gene could be used to differentiate between these samples and 
10 other samples on this panel and as a marker to detect the presence of lung cancer. 

Furthermore, therapeutic modulation of the expression or function of this gene may be 
effective in the treatment of lung cancer. 

Panel 4.1D Summary: Ag6747/Ag6919 Expression is highest in acutely activated 
T cells (CTs=25-30). This gene is expressed at higher levels during primary activation of 

15 Th2 and Trl cells. Thus, this gene may be important for early Th2 cell differentiation and 
Th2 related immune disorders such as asthma. This gene encodes a protein with homology 
to CD30 : L, a member of the tumor necrosis factor receptor superfamily expressed on the 
surface of activated T cells. Thus based on this expression profile, therapeutics designed 
with the protein encoded by this transcript could be important in the regulation of T cell 

20 function. In addition, therapeutic regulation of the transcript or the protein encoded by the 
transcript could be important in immune modulation and in the treatment of T cell-mediated 
diseases such as asthma, arthritis, psoriasis, inflammatory bowel disease, and lupus. 

Ag6623 Expression of this gene is low/undetectable in all samples on this panel 
(CTs>35). 

25 

Example D: Identification of Single Nucleotide Polymorphisms in NOVX 
nucleic acid sequences 

Variant sequences are also included in this application. A variant sequence can 
include a single nucleotide polymorphism (SNP). A SNP can, in some instances, be 
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referred to as a "cSNP" to denote that the nucleotide sequence containing the SNP 
originates as a cDNA. A SNP can arise in several ways. For example, a SNP may be due to 
a substitution of one nucleotide for another at the polymorphic site. Such a substitution can 
be either a transition or a transversion. A SNP can also arise from a deletion of a nucleotide 
5 or an insertion of a nucleotide, relative to a reference allele. In this case, the polymorphic 
site is a site at which one allele bears a gap with respect to a particular nucleotide in another 
allele. SNPs occurring within genes may result in an alteration of the amino acid encoded 
by the gene at the position of the SNP. Intragenic SNPs may also be silent, when a codon 
including a SNP encodes the same amino acid as a result of the redundancy of the genetic 
10 code. SNPs occurring outside the region of a gene, or in an intron within a gene, do not 
result in changes in any amino acid sequence of a protein but may result in altered 
regulation of the expression pattern. Examples include alteration in temporal expression, 
physiological response regulation, cell type expression regulation, intensity of expression, 
and stability of transcribed message. 

15 SeqCalling assemblies produced by the exon linking process were selected and 

extended using the following criteria. Genomic clones having regions with 98% identity to 
all or part of the initial or extended sequence were identified by BLASTN searches using 
the relevant sequence to query human genomic databases. The genomic clones that resulted 
were selected for further analysis because this identity indicates that these clones contain the 

20 genomic locus for these SeqCalling assemblies. These sequences were analyzed for 

putative coding regions as well as for similarity to the known DNA and protein sequences. 
Programs used for these analyses include Grail, Genscan, BLAST, HMMER, FASTA, 
Hybrid and other relevant programs. 

Some additional genomic regions may have also been identified because selected 
25 SeqCalling assemblies map to those regions. Such SeqCalling sequences may have 
overlapped with regions defined by homology or exon prediction. They may also be 
included because the location of the fragment was in the vicinity of genomic regions 
identified by similarity or exon prediction that had been included in the original predicted 
sequence. The sequence so identified was manually assembled and then may have been 
30 extended using one or more additional sequences taken from CuraGen Corporation's human 
SeqCalling database. SeqCalling fragments suitable for inclusion were identified by the 
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CuraTools™ program SeqExtend or by identifying SeqCalling fragments mapping to the 
appropriate regions of the genomic clones analyzed. 

The regions defined by the procedures described above were then manually 
integrated and corrected for apparent inconsistencies that may have arisen, for example, 
5 from miscalled bases in the original fragments or from discrepancies between predicted 
exon junctions, EST locations and regions of sequence similarity, to derive the final 
sequence disclosed herein. When necessary, the process to identify and analyze SeqCalling 
assemblies and genomic clones was reiterated to derive the full length sequence (Alderbom 
et al. f Determination of Single Nucleotide Polymorphisms by Real-time Pyrophosphate 
10 DNA Sequencing. Genome Research. 10 (8) 1249-1265, 2000). 

Variants are reported individually but any combination of all or a select subset of 
variants are also included as contemplated NOVX embodiments of the invention. 

NOVlb SNP Data (CGI 08440-02) 

Three polymorphic variants of NOVlb have been identified and are shown in Table 

15 41A. 


•rV 


Table 41A. NOVlb SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380440 

1921 

C 

T 

639 

Ser 

Phe 

13378327 

4730 

A 

G 

1575 

Glu 

Glu 

13378325 

6395 

T 

C 

2130 

Tyr 

Tyr 


NOV4a SNP Data (CG1344340-01) 


One polymorphic variant of NOV4a has been identified and is shown in Table 4 IB. 


Table 41B. NOV4a SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 
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13380480 

652 

G 

A 

144 

Trp 

End 


NOV8b SNP Data (CGI 37793-02) 

Twenty polymorphic variants of NOV8b have been identified and are shown in 


5 Table 4 1 C. 


Table 41C. NOV8b SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380443 

52 

T 

C 

9 

Thr 

Thr 

13380444 

65 

G 

A 

14 

Ala 

Thr 

13380445 

80 

G 

A 

19 

Ala 

Thr 

13380446 

146 

A 

G 

41 

He 

Val 

13380447 

168 

C 

T 

48 

Thr 

lie 

13380448 

190 

T 

C 

55 

Asn 

Asn 

13380449 

211 

C 

T 

62 

Thr 

Thr 

13380450 

234 

T 

C 

70 

Leu 

Pro | 

13380451 

241 

A 

G 

72 

Glu 

Glu 

13380452 

242 

G 

T 

73 

Glu 

End 

13380459 

355 

T 

C 

110 

Gly 

Gly 

13380460 

486 

C 

T 

154 

Thr 

He 

13380461 

497 

G 

A 

158 

Ala 

Thr 

13380462 

579 

T 

C 

185 

lie 

Thr 

13380463 j 

586 

T 

C 

187 

Thr 

Thr 

13380464 

597 

T 

c 

191 

Val 

Ala 

13380465 

609 

T 

c 

195 

Leu 

Ser 
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13380466 

649 

C 

A 

208 

Asn 

Lys 

13380467 

665 

A 

G 

214 

Asn 

Asp 

13380468 

694 

A 

G 

0 




NOV16a SNP Data (CG138751-01) 

Two polymorphic variants of NOV] 6a have been identified and are shown in Table 

4 ID. 


Table 41D. SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380684 

70 

T 

C 

4 

Ser 

Pro 

13380685 

411 

C 

T 

117 

Tyr 

Tyr 


5 

NOV17b SNP Data (CG 139062-02) 

Five polymorphic variants of NOVI7b have been identified and are shown in Table 

41 E. 


Table 41E. NOV17b SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380469 

680 

G 

A 

89 

Gly 

Gly 

13380470 

801 

A 

G 

130 

Arg 

Gly 

13380471 

1178 

T 

C 

255 

Tyr 

Tyr 

13380475 

2684 

C 

T 

757 

Tyr 

Tyr 

13380476 

3945 

G 

T 

0 
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NOV20a SNP Data (CG140305-01) 

Two polymorphic variants of NOV20a have been identified and are shown in Table 

5 41F. 


Table 41F. NOV20a SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380503 

218 

G 

T 

57 

Gly 

Val 

13380501 

404 

T 

C 

119 

Val 

Ala 


NOV22a SNP Data (CG140843-01) 

One polymorphic variant of NOV22a has been identified and is shown in Table 

4IG. 

10 


Table 41G. NOV22a SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380504 

217 

A 

G 

57 

Pro 

Pro 


NOV23a SNP Data (CG141540-01) 

Six piymorphic variants of NOV23a have been identified and are shown in Table 

15 41H. 


Table 41H. NOV23a SNP Data 

Variant 

Nucleotides 

Amino Acids 
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Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380496 

132 

A 

G 

22 

Thr 

Thr 

13377809 

184 

A 

G 

40 

Arg 

Gly 

13377810 

227 . 

C 

T 

54 

Pro 

Leu 

13378253 

258 

C 

A 

64 

Arg 

Arg 

13377812 

823 

T 

C 

253 

Trp 

Arg 

13378251 

1044 

G 

A 

326 

Thr 

Thr 


NOV24a SNP Data (CG 14580-01) 

Two polymorphic variants of NOV24a have been identified and are shown in Table 

411. 


Table 411. NOV24a SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380498 

197 

G 

A 

46 

Gly 

Glu 

13380497 . 

1693 

G 

A 

545 

Ala 

Thr 


5 


NOV26a SNP Data (CG142003-01) 

One polymorphic variant of NOV26a has been identified and is shown in Table 41 J. 


Table 41J. NOV26a SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380544 

375 

G 

A 

125 

Val 

Met 
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NOV29c SNP Data (CG171681-02) 

Two polymorphic variants of NOV29c have been identified and are shown in Table 

4IK. 


Table 41 K. NOV29c SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380521 

361 

A 

G 

96 

Lys 

Arg 

13380522 

1646 

G 

C 

0 




5 NOV32a SNP Data (CG52423-01) 

Twenty polymorphic variants of NOV32a have been identified and are shown in 
Table 4 1 L. 


Table 41 L. NOV32a SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380557 

26 

C 

T 

0 



13380556 

54 

A 

G 

1 

Met 

Val 

13380555 

60 

G 

A 

3 

Ala 

Thr 

13380545 

357 

A 

G 

102 

Asn 

Asp 

13380546 

562 

A 

G 

170 

Asn 

Ser 

13380547 

739 

A 

G 

229 

Glu 

Gly 

13380548 

760 

A 

G 

236 

Gin 

Arg 

13380549 

774 

C 

T 

241 

Gin 

End 

13380550 

796 

A 

G 

248 

Asp 

Gly 

13380551 

843 

A 

G 

264 

He 

Val 
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13380552 

868 

T 

C 

272 

Leu 

Pro 

13380553 

892 

T 

C 

280 

Leu 

Pro 

13380554 

893 

G 

A 

280 

Leu 

Leu 

13380542 

1066 

A 

G 

338 

Gin 

Arg 

13380558 

1073 

G 

A 

340 

Ala 

Ala 

13374369 

1133 

C 

G 

360 

Ser 

Ser 

13380559 

1151 

G 

A 

366 

Ala 

Ala 

13380560 

1288 

A 

G 

412 

Lys 

Arg 

13380515 

1303 

T 

C 

417 

Met 

Thr 

13374368 

1357 

C 

T 

435 

Ala 

Val 


NOV34b SNP Data (CG55698-02) 

Four polymorphic variants of NOV34b have been identified and are shown in Table 

5 4IM. 


Table 41 M. NOV34b SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380563 

170 

G 

A 

52 

Val 

Met 

13380564 

210 

A 

G 

65 

Asp 

Gly 

13380565 

218 

C 

T 

68 

Arg 

Cys 

13380566 

249 

C 

T 

0 




832 


WO 03/023008 


PCT/US02/28596 


NOV35c SNP Data (CG55832-02) 

Twelve polymorphic variants of NOV35c have been identified and are shown in 
Table 4 IN. 


Table 41N. NOV35c SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380671 

330 

A 

G 

92 

Val 

Val 

13380672 

638 

A 

G 

195 

His 

Arg 

13380673 

750 

G 

A 

232 

Val 

Val 

13380674 

1260 

T 

C 

402 

Cys 

Cys 

13378289 

2090 

G 

A 

679 

Arg 

Gin 

13380675 

2100 

G 

A 

682 

Glu 

Glu 

13380676 

3342 

A 

G 

1096 

Thr 

Thr 

13380677 

3813 

A 

G 

1253 

Arg 

Arg 

13380678 

4118 

C 

T 

1355 

Thr 

Met 

13378291 

4162 

C 

G 

1370 

Gin 

Glu 

13380705 

4397 

T 

C 

1448 

Val 

Ala 

13380704 

5269 

A 

G 

0 




5 

NOV37a SNP Data (CG88634-01) 

Two polymorphic variants of NOV37a have been identified and are shown in Table 

410. 


Tabic 410. NOV37a SNP Data 

Variant 

Nucleotides 

Amino Acids 
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Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380706 

165 

T 

C 

22 

Leu 

Pro 

13380707 

272 

A 

C 

58 

Lys 

Gin 


NOV38a SNP Data (CG97012-01) 

Two polymorphic variants of NOV38a have been identified and are shown in Table 

4IP. 


Table 41P. NOV38a SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13380698 

828 

G 

A 

276 

Gin 

Gin 

13380699 

1271 

A 

G 

424 

GIu 

Gly 


5 


NOV39a SNP Data (CG99754-01) 

Six polymorphic variants of NOV39a have been identified and are shown in Table 

41Q. 


Table 41Q. NOV39a SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13374727 

314 

T 

C 

100 

He 

Thr 

13374728 

362 

G 

A 

116 

Arg 

Gin 

13380709 

545 

C 

T 

177 

Ser 

Phe 

13380710 

711 

G 

C 

232 

Leu 

Leu 

13380711 • 

1355 

c ... 

T 

447 

Pro 

Leu 
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13380712 

1886 

C 

T 

0 




NOV40b SNP Data (CG99777-02) 

Three polymorphic variants of NOV40b have been identified and are shown in 
Table 4 1R. 

5 


Table 41R. NOV40b SNP Data 

Variant 

Nucleotides 

Amino Acids 

Position 

Initial 

Modified 

Position 

Initial 

Modified 

13378112 

466 

A 

G 

126 

Gin 

Gin 

13378113 

498 

A 

G 

137 

GIu 

Gly 

13378114 

641 

G 

A 

185 

Asp 

Asn 


NOV30b SAGE Expression Data 

Construction of the mammalian expression vector pCEP4/Sec. The 
1 0 oligonucleotide primers, pSec-V5-His Forward (CTCGTC CTCGAG GGT AAG CCT 
ATC CCT AAC; SEQ ID NO:795) and the pSec-V5-His Reverse 

(CTCGTCGGGCCCCTGATCAGCGGGTTTAAAC; SEQ IDNO:796), were designed to 
amplify a fragment from thepcDNA3.1-V5His (Invitrogen, Carlsbad, CA) expression 
vector. The PCR product was digested with Xhol and Apal and ligated into the Xhol/Apal 

1 5 digestedpSecTag2 B vector (Invitrogen, Carlsbad CA). The correct structure of the resulting 
vector, pSecV5His, was verified by DNA sequence analysis. The vector pSecV5His was 
digested with Pmel and Nhel, and the Pmel-Nhel fragment was ligated into the 
BamHI/Klenow and Nhel treated vector pCEP4 (Invitrogen, Carlsbad, CA). The resulting 
vector was named as pCEP4/Sec. 

20 Expression of CG51 1 17-05 in human embryonic kidney 293 cells. A 1 .6 kb 

BamHl-XhoI fragment containing the CG51 17-05 sequence was subcloned into BamHI- 
Xhol digested pCEP4/Sec to generate plasm id 163. The resulting plasm id 163 was 
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transfected into 293 cells using the LipofectaminePlus reagent following the manufacturer's 
instructions (Gibco/BRL). The cell pellet and supernatant were harvested 72h post 
transfection and examined for CG51 1 17-05 expression by Western blot (reducing 
conditions) using an anti-V5 antibody. Fig. 1 shows that CG5 1 1 1 7-05 is expressed as an 
5 approximately 66 kDa protein, secreted by 293 cells. 


OTHER EMBODIMENTS 

Although particular embodiments have been disclosed herein in detail, this has been 
10 done by way of example for purposes of illustration only, and is not intended to be limiting 
with respect to the scope of the appended claims, which follow. In particular, it is 
contemplated by the inventors that various substitutions, alterations, and modifications may 
be made to the invention without departing from the spirit and scope of the invention as 
defined by the claims. The choice of nucleic acid starting material, clone of interest, or 
1 5 library type is believed to be a matter of routine for a person of ordinary skill in the art with 
knowledge of the embodiments described herein. Other aspects, advantages, and 
modifications considered to be within the scope of the following claims. The claims 
presented are representative of the inventions disclosed herein. Other, unclaimed inventions 
are also contemplated. Applicants reserve the right to pursue such inventions in later 
20 claims. 
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CLAIMS 

What is claimed is: 

1 . An isolated polypeptide comprising the mature form of an amino acid 
sequenced selected from the group consisting of SEQ ID NO:2n, wherein n is an integer 
between I and 127. 

2. An isolated polypeptide comprising an amino acid sequence selected from 
the group consisting of SEQ ID NO:2n, wherein n is an integer between 1 and 127. 

3. An isolated polypeptide comprising an amino acid sequence which is at least 
95% identical to an amino acid sequence selected from the group consisting of SEQ ID 
NO:2n } wherein n is an integer between 1 and 127. 

4. An isolated polypeptide, wherein the polypeptide comprises an amino acid 
sequence comprising one or more conservative substitutions in the amino acid sequence 
selected from the group consisting of SEQ ID NO:2n, wherein n is an integer between I and 
127. 

5. The polypeptide of claim 1 wherein said polypeptide is naturally occurring. 

6. A composition comprising the polypeptide of claim 1 and a carrier. 

7. A kit comprising, in one or more containers, the composition of claim 6. 

8. The use of a therapeutic in the manufacture of a medicament for treating a 
syndrome associated with a human disease, the disease selected from a pathology associated 
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with the polypeptide of claim I, wherein the therapeutic comprises the polypeptide of claim 
1. 

9. A method for determining the presence or amount of the polypeptide of 
claim I in a sample, the method comprising: 

(a) providing said sample; 

(b) introducing said sample to an antibody that binds 
immunospecifically to the polypeptide; and 

(c) determining the presence or amount of antibody bound to said 
polypeptide, 

thereby determining the presence or amount of polypeptide in said sample. 


1 0. A method for determining the presence of or predisposition to a disease 
associated with altered levels of expression of the polypeptide of claim I in a first 
mammalian subject, the method comprising: 

a) measuring the level of expression of the polypeptide in a 
sample from the first mammalian subject; and 

b) comparing the expression of said polypeptide in the sample of 
step (a) to the expression of the polypeptide present in a control sample from 
a second mammalian subject known not to have, or not to be predisposed to, 
said disease, 

wherein an alteration in the level of expression of the polypeptide in the first subject 
as compared to the control sample indicates the presence of or predisposition to said 
disease. 


II. A method of identifying an agent that binds to the polypeptide of claim I, the 
method comprising: 

(a) introducing said polypeptide to said agent; and 

(b) determining whether said agent binds to said polypeptide. 
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12. The method of claim 1 1 wherein the agent is a cellular receptor or a 
'downstream effector. 

13. A method for identifying a potential therapeutic agent for use in treatment of 
a pathology, wherein the pathology is related to aberrant expression or aberrant 
physiological interactions of the polypeptide of claim I, the method comprising: 

(a) providing a cell expressing the polypeptide of claim 1 and 
having a property or function ascribable to the polypeptide; 

(b) contacting the cell with a composition comprising a candidate 
substance; and 

(c) determining whether the substance alters the property or 
function ascribable to the polypeptide; 

whereby, if an alteration observed in the presence of the substance is not observed 
when the cell is contacted with a composition in the absence of the substance, the substance 
is identified as a potential therapeutic agent. 

14. A method for screening for a modulator of activity of or of latency or 
predisposition to a pathology associated with the polypeptide of claim 1, said method 
comprising: 

(a) administering a test compound to a test animal at increased 
risk for a pathology associated with the polypeptide of claim 1, wherein said 
test animal recombinantly expresses the polypeptide of claim 1 ; 

(b) measuring the activity of said polypeptide in said test animal 
after administering the compound of step (a); and 

(c) comparing the activity of said polypeptide in said test animal 
with the activity of said polypeptide in a control animal not administered said 
polypeptide, wherein a change in the activity of said polypeptide in said test 
animal relative to said control animal indicates the test compound is a 
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modulator activity of or latency or predisposition to, a pathology associated 
with the polypeptide of claim I . 

15. The method of claim 14, wherein said test animal is a recombinant test 
animal that expresses a test protein transgene or expresses said transgene under the control 
of a promoter at an increased level relative to a wild-type test animal, and wherein said 
promoter is not the native gene promoter of said transgene. 

16. A method for modulating the activity of the polypeptide of claim 1, the 
method comprising contacting a cell sample expressing the polypeptide of claim I with a 
compound that binds to said polypeptide in an amount sufficient to modulate the activity of 
the polypeptide. 

1 7. A method of treating or preventing a pathology associated with the 
polypeptide of claim 1, the method comprising administering the polypeptide of claim I to a 
subject in which such treatment or prevention is desired in an amount sufficient to treat or 
prevent the pathology in the subject. 

18. The method of claim 17, wherein the subject is a human. 

1 9. A method of treating a pathological state in a mammal, the method 
comprising administering to the mammal a polypeptide in an amount that is sufficient to 
alleviate the pathological state, wherein the polypeptide is a polypeptide having an amino 
acid sequence at least 95% identical to a polypeptide comprising the amino acid sequence 
selected from the group consisting of SEQ lDNO:2n, wherein n is an integer between 1 and 
127 or a biologically active fragment thereof. 
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20. An isolated nucleic acid molecule comprising a nucleic acid sequence 
selected from the group consisting of SEQ ID NO:2n-l, wherein n is an integer between 1 
and 127. 

21 . The nucleic acid molecule of claim 20, wherein the nucleic acid molecule is 
naturally occurring. 

22. A nucleic acid molecule, wherein the nucleic acid molecule differs by a 
single nucleotide from a nucleic acid sequence selected from the group consisting of SEQ 
ID NO: 2n-l, wherein n is an integer between 1 and 127. 

23. An isolated nucleic acid molecule encoding the mature form of a polypeptide 
having an amino acid sequence selected from the group consisting of SEQ ID NO:2n, 
wherein n is an integer between I and 127. 

24. An isolated nucleic acid molecule comprising a nucleic acid selected from 
the group consisting of 2n-l, wherein n is an integer between 1 and 127. 

25. The nucleic acid molecule of claim 20, wherein said nucleic acid molecule 
hybridizes under stringent conditions to the nucleotide sequence selected from the group 
consisting of SEQ ID NO: 2n-l , wherein n is an integer between 1 and 127, or a 
complement of said nucleotide sequence. 

26. A vector comprising the nucleic acid molecule of claim 20. 

27. The vector of claim 26, further comprising a promoter operably linked to 
said nucleic acid molecule. 
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28. A cell comprising the vector of claim 26. 

29. An antibody that immunospecifically binds to the polypeptide of claim 1 . 

30. The antibody of claim 29, wherein the antibody is a monoclonal antibody. 

3 1 . The antibody of claim 29, wherein the antibody is a humanized antibody. 

32. A method for determining the presence or amount of the nucleic acid 
molecule of claim 20 in a sample, the method comprising: 

(a) providing said sample; 

(b) introducing said sample to a probe that binds to said nucleic 
acid molecule; and 

(c) determining the presence or amount of said probe bound to 
said nucleic acid molecule, 

thereby determining the presence or amount of the nucleic acid molecule in said 
sample. 

33. The method of claim 32 wherein presence or amount of the nucleic acid 
molecule is used as a marker for cell or tissue type. 

34. The method of claim 33 wherein the cell or tissue type is cancerous. 


35. A method for determining the presence of or predisposition to a disease 
associated with altered levels of expression of the nucleic acid molecule of claim 20 in a 
first mammalian subject, the method comprising: 
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a) measuring the level of expression of the nucleic acid in a 
sample from the first mammalian subject; and 

b) comparing the level of expression of said nucleic acid in the 
sample of step (a) to the level of expression of the nucleic acid present in a 
control sample from a second mammalian subject known not to have or not 
be predisposed to, the disease; 

wherein an alteration in the level of expression of the nucleic acid in the first subject 
as compared to the control sample indicates the presence of or predisposition to the disease. 

36. A method of producing the polypeptide of claim 1 , the method comprising 
culturing a cell under conditions that lead to expression of the polypeptide, wherein said cell 
comprises a vector comprising an isolated nucleic acid molecule comprising a nucleic acid 
sequence selected from the group consisting of SEQ ID NO:2n-l, wherein n is an integer 
between 1 and 127. 

37. The method of claim 36 wherein the cell is a bacterial cell. 

38. The method of claim 36 wherein the cell is an insect cell. 

39. The method of claim 36 wherein the cell is a yeast cell. 

40. The method of claim 36 wherein the cell is a mammalian cell. 

41 . A method of producing the polypeptide of claim 2, the method comprising 
culturing a cell under conditions that lead to expression of the polypeptide, wherein said cell 
comprises a vector comprising an isolated nucleic acid molecule comprising a nucleic acid 
sequence selected from the group consisting of SEQ ID NO:2n-l , wherein n is an integer 
between I and 127. 
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42. The method of claim 41 wherein the cell is a bacteria! cell. 

43. The method of claim 41 wherein the cell is an insect cell. 

44. The method of claim 41 wherein the cell is a yeast cell. 

45. The method of claim 41 wherein the cell is a mammalian cell. 
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Fig, 1. NOV30b (CG5 1 1 1 7-05) protein secreted by 293 cells. 
Mw (kDa) 
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Fig. 2. NOV34b (CG55698-02) schematic diagram of colipase and tetra ehtylene glycol 

monooctyl ether inhibitor 
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Fig. 3. Schematic diagram of interfacial binding site of colipase 
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THERAPEUTIC POLYPEPTIDES, NUCLEIC ACIDS ENCODING 
SAME, AND METHODS OF USE 

FIELD OF THE INVENTION 

The present invention relates to novel polypeptides, and the nucleic acids encoding 
them, having properties related to stimulation of biochemical or physiological responses in a 
cell, a tissue, an organ or an organism. More particularly, the novel polypeptides are gene 
products of novel genes, or are specified biologically active fragments or derivatives 
thereof. Methods of use encompass diagnostic and prognostic assay procedures as well as 
methods of treating diverse pathological conditions. 
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BACKGROUND OF THE INVENTION 

Eukaryotic cells are characterized by biochemical and physiological processes which 
under normal conditions are exquisitely balanced to achieve the preservation and 
propagation of the cells. When such cells are components of multicellular organisms such 
5 as vertebrates, or more particularly organisms such as mammals, the regulation of the 

biochemical and physiological processes involves intricate signaling pathways. Frequently, 
such signaling pathways involve extracellular signaling proteins, cellular receptors that bind 
the signaling proteins, and signal transducing components located within the cells. 

Signaling proteins may be classified as endocrine effectors, paracrine effectors or 
10 autocrine effectors. Endocrine effectors are signaling molecules secreted by a given organ 
into the circulatory system, which are then transported to a distant target organ or tissue. 
The target cells include the receptors for the endocrine effector, and when the endocrine 
effector binds, a signaling cascade is induced. Paracrine effectors involve secreting cells 
and receptor cells in close proximity to each other, for example two different classes of cells 
1 5 in the same tissue or organ. One class of cells secretes the paracrine effector, which then 
reaches the second class of cells, for example by diffusion through the extracellular fluid. 
The second class of cells contains the receptors for the paracrine effector; binding of the 
effector results in induction of the signaling cascade that elicits the corresponding 
biochemical or physiological effect. Autocrine effectors are highly analogous to paracrine 
20 effectors, except that the same cell type that secretes the autocrine effector also contains the 
receptor. Thus the autocrine effector binds to receptors on the same cell, or on identical 
neighboring cells. The binding process then elicits the characteristic biochemical or 
physiological effect. 

Signaling processes may elicit a variety of effects on cells and tissues including by 
25 way of nonlimiting example induction of cell or tissue proliferation, suppression of growth 
or proliferation, induction of differentiation or maturation of a cell or tissue, and 
suppression of differentiation or maturation of a cell or tissue. 

Many pathological conditions involve dysregulation of expression of important 
effector proteins. In certain classes of pathologies the dysregulation is manifested as 

30 diminished or suppressed level of synthesis and secretion of protein effectors. In 

other classes of pathologies the dysregulation is manifested as increased or up-regulated 
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level of synthesis and secretion of protein effectors. In a clinical setting a subject may be 
suspected of suffering from a condition brought on by altered or mis-regulated levels of a 
protein effector of interest. Therefore there is a need to assay for the level of the protein 
effector of interest in a biological sample from such a subject, and to compare the level with 
5 that characteristic of a nonpathological condition. There also is a need to provide the 

protein effector as a product of manufacture. Administration of the effector to a subject in 
need thereof is useful in treatment of the pathological condition. Accordingly, there is a 
need for a method of treatment of a pathological condition brought on by a diminished or 
suppressed levels of the protein effector of interest. In addition, there is a need for a method 
10 of treatment of a pathological condition brought on by a increased or up-regulated levels of 
the protein effector of interest. 

Antibodies are multichain proteins that bind specifically to a given antigen, and bind 
poorly, or not at all, to substances deemed not to be cognate antigens. Antibodies are 
comprised of two short chains termed light chains and two long chains termed heavy chains. 

1 5 These chains are constituted of immunoglobulin domains, of which generally there are two 
classes: one variable domain per chain, one constant domain in light chains, and three or 
more constant domains in heavy chains. The antigen-specific portion of the 
immunoglobulin molecules resides in the variable domains; the variable domains of one 
light chain and one heavy chain associate with each other to generate the antigen-binding 

20 moiety. Antibodies that bind immunospecifically to a cognate or target antigen bind with 
high affinities. Accordingly, they are useful in assaying specifically for the presence of the 
antigen in a sample. In addition, they have the potential of inactivating the activity of the 
antigen. 

Therefore there is a need to assay for the level of a protein effector of interest in a 
25 biological sample from such a subject, and to compare this level with that characteristic of a 
nonpathological condition. In particular, there is a need for such an assay based on the use 
of an antibody that binds immunospecifically to the antigen. There further is a need to 
inhibit the activity of the protein effector in cases where a pathological condition arises 
from elevated or excessive levels of the effector based on the use of an antibody that binds 
30 immunospecifically to the effector. Thus, there is a need for the antibody as a product of 
manufacture. There further is a need for a method of treatment of a pathological condition 
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brought on by an elevated or excessive level of the protein effector of interest based on 
administering the antibody to the subject. 

SUMMARY OF THE INVENTION 

The invention is based in part upon the discovery of isolated polypeptides including 
5 amino acid sequences selected from mature forms of the amino acid sequences selected 
from the group consisting of SEQ ID NO:2n, wherein n is an integer between 1 and 127. 
The novel nucleic acids and polypeptides are referred to herein as NOVX, or NOV 1, 
NOV2, NOV3, etc., nucleic acids and polypeptides. These nucleic acids and polypeptides, 
as well as derivatives, homologs, analogs and fragments thereof, will hereinafter be 
10 collectively designated as "NOVX" nucleic acid or polypeptide sequences. 

The invention also is based in part upon variants of a mature form of the amino acid 
sequence selected from the group consisting of SEQ ID NO:2n, wherein n is an integer 
between 1 and 127, wherein any amino acid in the mature form is changed to a different 
amino acid, provided that no more than 15% of the amino acid residues in the sequence of 

15 the mature form are so changed. In another embodiment, the invention includes the amino 
acid sequences selected from the group consisting of SEQ ID NO:2n, wherein n is an 
integer between I and 127. In another embodiment, the invention also comprises variants of 
the amino acid sequence selected from the group consisting of SEQ ID NO:2n, wherein n is 
an integer between 1 and 127, wherein any amino acid specified in the chosen sequence is 

20 changed to a different amino acid, provided that no more than 15% of the amino acid 

residues in the sequence are so changed. The invention also involves fragments of any of 
the mature forms of the amino acid sequences selected from the group consisting of SEQ ID 
NO:2n, wherein n is an integer between 1 and 127, or any other amino acid sequence 
selected from this group. The invention also comprises fragments from these groups in 

25 which up to 1 5% of the residues are changed. 

In another embodiment, the invention encompasses polypeptides that are naturally 
occurring allelic variants of the sequence selected from the group consisting of SEQ ID 
NO:2n, wherein n is an integer between 1 and 127. These allelic variants include amino acid 
sequences that are the translations of nucleic acid sequences differing by a single nucleotide 
30 from nucleic acid sequences selected from the group consisting of SEQ ID NOS: 2n-l, 
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wherein n is an integer between 1 and 127. The variant polypeptide where any amino acid 
changed in the chosen sequence is changed to provide a conservative substitution. 

In another embodiment, the invention comprises a pharmaceutical composition 
involving a polypeptide with an amino acid sequence selected from the group consisting of 
5 SEQ ID NO:2n, wherein n is an integer between 1 and 127, and a pharmaceutical ly 

acceptable carrier. In another embodiment, the invention involves a kit, including, in one or 
more containers, this pharmaceutical composition. 

In another embodiment the invention includes the use of a therapeutic in the 
manufacture of a medicament for treating a syndrome associated with a human disease, the 
1 0 disease being selected from a pathology associated with a polypeptide with an amino acid 
sequence selected from the group consisting of SEQ ID NO:2n, wherein n is an integer 
between 1 and 127, wherein said therapeutic is the polypeptide selected from this group. 

In another embodiment, the invention comprises a method for determining the 
presence or amount of a polypeptide with an amino acid sequence selected from the group 
15 consisting of SEQ ID NO:2n, wherein n is an integer between 1 and 127, in a sample, the 
method involving providing the sample; introducing the sample to an antibody that binds 
immunospecifically to the polypeptide; and determining the presence or amount of antibody 
bound to the polypeptide, thereby determining the presence or amount of polypeptide in the 
sample. 

20 In another embodiment, the invention includes a method for determining the 

presence of or predisposition to a disease associated with altered levels of a polypeptide 
with an amino acid sequence selected from the group consisting of SEQ ID NO:2n, wherein 
n is an integer between 1 and 127, in a first mammalian subject, the method involving 
measuring the level of expression of the polypeptide in a sample from the first mammalian 

25 subject; and comparing the amount of the polypeptide in this sample to the amount of the 
polypeptide present in a control sample from a second mammalian subject known not to 
have, or not to be predisposed to, the disease, wherein an alteration in the expression level 
of the polypeptide in the first subject as compared to the control sample indicates the 
presence of or predisposition to the disease. 

30 In another embodiment, the invention involves a method of identifying an agent that 

binds to a polypeptide with an amino acid sequence selected from the group consisting of 


5 


WO 2003/023008 


PCTAJS2002/028596 


SEQ IDNO:2n, wherein n is an integer between 1 and 127, the method including 
introducing the polypeptide to the agent; and determining whether the agent binds to the 
polypeptide. The agent could be a cellular receptor or a downstream effector. 

In another embodiment, the invention involves a method for identifying a potential 
5 therapeutic agent for use in treatment of a pathology, wherein the pathology is related to 
aberrant expression or aberrant physiological interactions of a polypeptide with an amino 
acid sequence selected from the group consisting of SEQ ID NO:2n, wherein n is an integer 
between 1 and 127, the method including providing a cell expressing the polypeptide of the 
invention and having a property or function ascribable to the polypeptide; contacting the 
10 cell with a composition comprising a candidate substance; and determining whether the 
substance alters the property or function ascribable to the polypeptide; whereby, if an 
alteration observed in the presence of the substance is not observed when the cell is 
contacted with a composition devoid of the substance, the substance is identified as a 
potential therapeutic agent. 

15 In another embodiment, the invention involves a method for screening for a 

modulator of activity or of latency or predisposition to a pathology associated with a 
polypeptide having an amino acid sequence selected from the group consisting of SEQ ID 
NO:2n, wherein n is an integer between 1 and 127, the method including administering a 
test compound to a test animal at increased risk for a pathology associated with the 

20 polypeptide of the invention, wherein the test animal recombinantly expresses the 

polypeptide of the invention; measuring the activity of the polypeptide in the test animal 
after administering the test compound; and comparing the activity of the protein in the test 
animal with the activity of the polypeptide in a control animal not administered the 
polypeptide, wherein a change in the activity of the polypeptide in the test animal relative to 

25 the control animal indicates the test compound is a modulator of latency of, or 

predisposition to, a pathology associated with the polypeptide of the invention. The 
recombinant test animal could express a test protein transgene or express the transgene 
under the control of a promoter at an increased level relative to a wild-type test animal The 
promoter may or may not b the native gene promoter of the transgene. 

30 In another embodiment, the invention involves a method for modulating the activity 

of a polypeptide with an amino acid sequence selected from the group consisting of SEQ ID 
NO:2n, wherein n is an integer between 1 and 127, the method including introducing a cell 
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sample expressing the polypeptide with a compound that binds to the polypeptide in an 
amount sufficient to modulate the activity of the polypeptide. 

In another embodiment, the invention involves a method of treating or preventing a 
pathology associated with a polypeptide with an amino acid sequence selected from the 
5 group consisting of SEQ ID NO:2n, wherein n is an integer between 1 and 127, the method 
including administering the polypeptide to a subject in which such treatment or prevention 
is desired in an amount sufficient to treat or prevent the pathology in the subject. The 
subject could be human. 

In another embodiment, the invention involves a method of treating a pathological 
10 state in a mammal, the method including administering to the mammal a polypeptide in an 
amount that is sufficient to alleviate the pathological state, wherein the polypeptide is a 
polypeptide having an amino acid sequence at least 95% identical to a polypeptide having 
the amino acid sequence selected from the group consisting of SEQ ID NO:2n, wherein n is 
an integer between 1 and 127, or a biologically active fragment thereof. 

15 In another embodiment, the invention involves an isolated nucleic acid molecule 

comprising a nucleic acid sequence encoding a polypeptide having an amino acid sequence 
selected from the group consisting of a mature form of the amino acid sequence given SEQ 
ID NO:2n, wherein n is an integer between 1 and 127; a variant of a mature form of the 
amino acid sequence selected from the group consisting of SEQ ID NO:2n, wherein n is an 

20 integer between 1 and 127, wherein any amino acid in the mature form of the chosen 

sequence is changed to a different amino acid, provided that no more than 15% of the amino 
acid residues in the sequence of the mature form are so changed; the amino acid sequence 
selected from the group consisting of SEQ ID NO:2n, wherein n is an integer between 1 and 
127; a variant of the amino acid sequence selected from the group consisting of SEQ ID 

25 NO:2n, wherein n is an integer between 1 and 127, in which any amino acid specified in the 
chosen sequence is changed to a different amino acid, provided that no more than 15% of 
the amino acid residues in the sequence are so changed; a nucleic acid fragment encoding at 
least a portion of a polypeptide comprising the amino acid sequence selected from the group 
consisting of SEQ ID NO:2n, wherein n is an integer between 1 and 127, or any variant of 

30 the polypeptide wherein any amino acid of the chosen sequence is changed to a different 
amino acid, provided that no more than 10% of the amino acid residues in the sequence are 
so changed; and the complement of any of the nucleic acid molecules. 
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In another embodiment, the invention comprises an isolated nucleic acid molecule 
having a nucleic acid sequence encoding a polypeptide comprising an amino acid sequence 
selected from the group consisting of a mature form of the amino acid sequence given SEQ 
ID NO:2n, wherein n is an integer between 1 and 127, wherein the nucleic acid molecule 
5 comprises the nucleotide sequence of a naturally occurring allelic nucleic acid variant. 

In another embodiment, the invention involves an isolated nucleic acid molecule 
including a nucleic acid sequence encoding a polypeptide having an amino acid sequence 
selected from the group consisting of a mature form of the amino acid sequence given SEQ 
ID NO:2n, wherein n is an integer between 1 and 127, that encodes a variant polypeptide, 
10 wherein the variant polypeptide has the polypeptide sequence of a naturally occurring 
polypeptide variant. 

In another embodiment, the invention comprises an isolated nucleic acid molecule 
having a nucleic acid sequence encoding a polypeptide comprising an amino acid sequence 
selected from the group consisting of a mature form of the amino acid sequence given SEQ 
15 ID NO:2n, wherein n is an integer between 1 and 127, wherein the nucleic acid molecule 
differs by a single nucleotide from a nucleic acid sequence selected from the group 
consisting of SEQ ID NOS: 2n-l, wherein n is an integer between 1 and 127. 

In another embodiment, the invention includes an isolated nucleic acid molecule 
having a nucleic acid sequence encoding a polypeptide including an amino acid sequence 

20 selected from the group consisting of a mature form of the amino acid sequence given SEQ 
ID NO:2n, wherein n is an integer between 1 and 127, wherein the nucleic acid molecule 
comprises a nucleotide sequence selected from the group consisting of the nucleotide 
sequence selected from the group consisting of SEQ ID NO:2n-l, wherein n is an integer 
between 1 and 127; a nucleotide sequence wherein one or more nucleotides in the 

25 nucleotide sequence selected from the group consisting of SEQ ID NO:2n-l, wherein n is 
an integer between 1 and 127, is changed from that selected from the group consisting of the 
chosen sequence to a different nucleotide provided that no more than 15% of the 
nucleotides are so changed; a nucleic acid fragment of the sequence selected from the group 
consisting of SEQ ID NO:2n-l, wherein n is an integer between 1 and 127; and a nucleic 

30 acid fragment wherein one or more nucleotides in the nucleotide sequence selected from the 
group consisting of SEQ ID NO:2n- 1, wherein n is an integer between 1 and 127, is 
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changed from that selected from the group consisting of the chosen sequence to a different 
nucleotide provided that no more than 1 5% of the nucleotides are so changed. 

In another embodiment, the invention includes an isolated nucleic acid molecule 
having a nucleic acid sequence encoding a polypeptide including an amino acid sequence 
5 selected from the group consisting of a mature form of the amino acid sequence given SEQ 
ID NO:2n, wherein n is an integer between 1 and 127, wherein the nucleic acid molecule 
hybridizes under stringent conditions to the nucleotide sequence selected from the group 
consisting of SEQ ID NO:2n-l, wherein n is an integer between 1 and 127, or a 
complement of the nucleotide sequence. 

10 In another embodiment, the invention includes an isolated nucleic acid molecule 

having a nucleic acid sequence encoding a polypeptide including an amino acid sequence 
selected from the group consisting of a mature form of the amino acid sequence given SEQ 
ID NO:2n, wherein n is an integer between 1 and 127, wherein the nucleic acid molecule 
has a nucleotide sequence in which any nucleotide specified in the coding sequence of the 

15 chosen nucleotide sequence is changed from that selected from the group consisting of the 
chosen sequence to a different nucleotide provided that no more than 1 5% of the 
nucleotides in the chosen coding sequence are so changed, an isolated second 
polynucleotide that is a complement of the first polynucleotide, or a fragment of any of 
them. 

20 In another embodiment, the invention includes a vector involving the nucleic acid 

molecule having a nucleic acid sequence encoding a polypeptide including an amino acid 
sequence selected from the group consisting of a mature form of the amino acid sequence 
given SEQ ID NO:2n, wherein n is an integer between 1 and 127. This vector can have a 
promoter operably linked to the nucleic acid molecule. This vector can be located within a 

25 cell. 

In another embodiment, the invention involves a method for determining the 
presence or amount of a nucleic acid molecule having a nucleic acid sequence encoding a 
polypeptide including an amino acid sequence selected from the group consisting of a 
mature form of the amino acid sequence given SEQ ID NO:2n, wherein n is an integer 
30 between 1 and 127, in a sample, the method including providing the sample; introducing the 
sample to a probe that binds to the nucleic acid molecule; and determining the presence or 
amount of the probe bound to the nucleic acid molecule, thereby determining the presence 
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or amount of the nucleic acid molecule in the sample. The presence or amount of the nucleic 
acid molecule is used as a marker for cell or tissue type. The cell type can be cancerous. 

In another embodiment, the invention involves a method for determining the 
presence of or predisposition for a disease associated with altered levels of a nucleic acid 

5 molecule having a nucleic acid sequence encoding a polypeptide including an amino acid 
sequence selected from the group consisting of a mature form of the amino acid sequence 
given SEQ ID NO:2n, wherein n is an integer between 1 and 127, in a first mammalian 
subject, the method including measuring the amount of the nucleic acid in a sample from 
the first mammalian subject; and comparing the amount of the nucleic acid in the sample of 

1 0 step (a) to the amount of the nucleic acid present in a control sample from a second 

mammalian subject known not to have or not be predisposed to, the disease; wherein an 
alteration in the level of the nucleic acid in the first subject as compared to the control 
sample indicates the presence of or predisposition to the disease. 

The invention further provides an antibody that binds immunospecifically to a 
1 5 NOVX polypeptide. The NOVX antibody may be monoclonal, humanized, or a fully 

human antibody. Preferably, the antibody has a dissociation constant for the binding of the 
NOVX polypeptide to the antibody less than 1 x 10* 9 M. More preferably, the NOVX 
antibody neutralizes the activity of the NOVX polypeptide. 

In a further aspect, the invention provides for the use of a therapeutic in the 
20 manufacture of a medicament for treating a syndrome associated with a human disease, 
associated with a NOVX polypeptide. Preferably the therapeutic is a NOVX antibody. 

In yet a further aspect, the invention provides a method of treating or preventing a 
NOVX-associated disorder, a method of treating a pathological state in a mammal, and a 
method of treating or preventing a pathology associated with a polypeptide by administering 
25 a NOVX antibody to a subject in an amount sufficient to treat or prevent the disorder. 

Unless otherwise defined, all technical and scientific terms used herein have the 
same meaning as commonly understood by one of ordinary skill in the art to which this 
invention belongs. Although methods and materials similar or equivalent to those described 
herein can be used in the practice or testing of the present invention, suitable methods and 
30 materials are described below. All publications, patent applications, patents, and other 
references mentioned herein are incorporated by reference in their entirety. In the case of 
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conflict, the present specification, including definitions, will control. In addition, the 
materials, methods, and examples are illustrative only and are not intended to be limiting. 

Other features and advantages of the invention will be apparent from the following 
detailed description and claims. 

5 BRIEF DESCRIPTION OF THE FIGURES 

Figure 1 is a Western blot showing expression of NOV30b (CG5 1 1 1 7-05) 
immunoreactive polypeptide in human embryonic kidney 293 cells. 

Figure 2 is a schematic diagram of the x-ray crystal structure of porcine colipase and 
tetra ethylene glycol monooctyl ether inhibitor. 
10 Figure 3 is a schematic diagram showing the interfacial binding domain of colipase. 

DETAILED DESCRIPTION OF THE INVENTION 

The present invention provides novel nucleotides and polypeptides encoded thereby. 
Included in the invention are the novel nucleic acid sequences, their encoded polypeptides, 
antibodies, and other related compounds. The sequences are collectively referred to herein 
15 as "NOVX nucleic acids" or "NOVX polynucleotides" and the corresponding encoded 
polypeptides are referred to as "NOVX polypeptides" or "NOVX proteins." Unless 
indicated otherwise, "NOVX" is meant to refer to any of the novel sequences disclosed 
herein. Table A provides a summary of the NOVX nucleic acids and their encoded 
polypeptides. 

20 TABLE A. Sequences and Corresponding SEQ ID Numbers 


NOVX 

Assignme 

nt 

Internal 
Identification 

SEQ ID 
NO 

(nucleic 
acid) 

SEQ ID 
NO 
(amino 
acid) 

Homology 

NOVla 

CGI 08440- 
01 

1 

2 

Fibronectin precursor protein-like 
protein 

NOV lb 

CG108440- 
02 

3 

4 

Fibronectin precursor protein-like 
protein 

NOV2a 

CGI 22589- 
01 

5 

6 

Asialoglycoprotein receptor 2-like 
protein 

NOV2b 

CG122589- 
02 

7 

8 

Asialoglycoprotein receptor 2-like 
protein 

NOV2c 

CG 122589- 
03 

9 

10 

Asialoglycoprotein receptor 2-like 
protein 
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NOV3a 

CGI 33274- 
01 

11 

12 

Induced myeloid leukemia cell 
differentiation protein MCL-l-like 
protein 

NOV3b 

CG133274- 
02 

13 

14 

Induced myeloid leukemia cell 
differentiation protein MCL-l-like 
protein 

NOV3c 

278876765 

15 

16 

Induced myeloid leukemia cell 
differentiation protein MCL-l-like 
protein 

NOV3d 

278881214 

17 

18 

Induced myeloid leukemia cell 
differentiation protein MCL-l-like 
protein 

NOV4a 

CGI 34430- 
01 

19 

20 

RIKEN cDNA 23 1 0034 1 04-like 
protein 

NOV5a 

CGI 37677- 
01 

21 

22 

RIKEN 5730409G15-like protein 

NOV6a 

CGI 37697- 
01 

23 

24 

RIKEN 5730409G15-like protein 

NOV7a 

CG137717- 
01 

25 

26 

FLJ37712 fis protein-like protein 

NOV8a 

CGI 37793- 
01 

27 

28 

High affinity immunoglobulin 
epsilon receptor alpha subunit 
precursor protein-like protein 

NOV8b 

CGI 37793- 
02 

29 

30 

High affinity immunoglobulin 
epsilon receptor alpha subunit 
precursor protein-like protein 

NOV9a 

CGI 37873- 
01 

31 

32 

Fibrinogen alpha chain precursor 
protein-like protein 

NOV9b 

CG137873- 
03 

33 

34 

Fibrinogen alpha chain precursor 
protein-like protein 

NOV9c 

CG137873- 
02 

35 

36 

Fibrinogen alpha chain precursor 
protein-like protein 

NOV 10a 

CG137882- 
01 

37 

38 

FLJ21269-like protein 

NOV 10b 

CG137882- 
02 

39 

40 

FLJ21269-like protein 

NOVlla 

CG137910- 
01 

41 

42 

FLJ21432-like protein 

NOV12a 

CG138013- 
01 

43 

44 

Sialic acid-binding 
immunoglobulin-like lectin-9-like 
protein 

NOV13a 

CG 13 8074- 
01 

45 

46 

RIKEN 23 10012P03-like protein 

NOV14a 

CGI 38573- 
01 

47 

48 

Folate receptor 3-like protein 

NOV 15a 

CG 13 8606- 
01 

49 

50 

Brush border 61 .9 KDa protein 
precursor-like protein 
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NOV 16a 

CG138751- 
01 

51 

52 

cAMP inducible 2 protein-like 
protein 

NOV 16b 

CG13875I- 
02 

53 

54 

cAMP inducible 2 protein-like 
protein 

NOV 17a 

CGI 39062- 
01 

55 

56 

Jagged 1 precursor protein-like 
protein 

NOV 17b 

CGI 39062- 
02 

57 

58 

Jagged 1 precursor protein-like 
protein 

NOV 18a 

CGI 39363- 
01 

59 

60 

Transmembrane protein HTMP10- 
like protein 

NOV 1 8b 

CG139363- 
02 

61 

62 

Transmembrane protein HTMP10- 
like protein 

NOV 19a 

CGI 40 188- 
01 

63 

64 

DC2-like protein 

NOV20a 

CGI 40305- 
01 

65 

66 

Complement-clq tumor necrosis 
factor-related protein-like protein 

NOV20b 

CGI 40305- 
02 

67 

68 

Complement-clq tumor necrosis 
factor-related protein-like protein 

NOV21a 

CGI 40639- 
01 

69 

70 

Flotillin-2 (Reggie-1) (RJEG-1)- 
like protein 

NOV21b 

CG140639- 
02 

71 

72 

Flotillin-2 (Reggie-1) (REG-1)- 
like protein 

NOV22a 

CG140843- 
01 

73 

74 

Integrin beta-5 precursor protein- 
like protein 

NOV23a 

CG 14 1540- 
01 

75 

76 

IL1 receptor-type 2-like protein 

NOV23b 

CG141540- 
02 

77 

78 

IL1 receptor-type 2-like protein 

NOV24a 

CG141580- 
01 

79 

80 

KIAA 1467 protein-like protein 

NOV25a 

CG141643- 
01 

81 

82 

RIKEN 2010001CC9 protein-like 
protein 

NOV26a 

CG 142003- 
01 

83 

84 

Plasma protease CI inhibitor 
precursor protein-like protein 

NOV26b 

306076006 

85 

86 

Plasma protease CI inhibitor 
precursor protein-like protein 

NOV26c 

278889088 

87 

88 

Plasma protease CI inhibitor 
precursor protein-like protein 

NOV26d 

CG142003- 
02 

89 

90 

Plasma protease CI inhibitor 
precursor protein-like protein 

NOV27a 

CGI 42023- 
01 

91 

92 

6230421 J19Rik protein-like protein 

NOV28a 

CGI 42092- 
01 

93 

94 

C4b-binding protein alpha chain 
precursor protein-like protein 

NOV2Sb 

CGI 42092- 
02 

95 

96 

C4b-binding protein alpha chain 
precursor protein-like protein 

NOV28c 

CGI 42092- 
03 

97 

98 

C4b-binding protein alpha chain 
precursor protein-like protein 
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NOV29a 

CG171681- 
01 

99 

100 

Sushi repeat-containing protein 

NOV29b 

CG171681- 
03 

101 

102 

Sushi repeat-containing protein 

NOV29c 

CG171681- 

02 

103 

104 

Sushi repeat-containing protein 

NOV30a 

CG5 11 17-01 

105 

106 

Nephronectin-like protein 

NOV30b 

CG5 11 17-05 

107 

108 

Nephronectin-like protein 

NOV30c 

CG51 117-06 

109 

110 

Nephronectin-like protein 

NOV30d 

CG51 117-07 

111 

112 

Nephronectin-like protein 

NOV30e 

CG5 11 17-03 

113 

114 

Nephronectin-like protein 

NOV30f 

CG5 11 17-02 

115 

116 

Nephronectin-like protein 

NOV30g 

CG51 117-04 

117 

118 

Nephronectin-like protein 

NOV30h 

CG5 11 17-08 

119 

120 

Nephronectin-like protein 

NOV30i 

CG51 117-09 

121 

122 

Nephronectin-like protein 

NOV31a 

CG5 1264-01 

123 

124 

ST7-like protein 

NOV31b 

CG5 1264-03 

125 

126 

ST7-like protein 

NOV3Ic 

CG5 1264-04 

127 

128 

ST7-like protein 

NOV31d 

CG5 1264-06 

129 

130 

ST7-like protein 

NOV31e 

CG5 1264-07 

131 

132 

ST7-like protein 

NOV31f 

CG5 1264-02 

133 

134 

ST7-like protein 

NOV31g 

CG5 1264-05 

135 

136 

ST7-like protein 

NOV31h 

CG5 1264-08 

137 

138 

ST7-like protein 

NOV31i 

CG5 1264-09 

139 

140 

ST7-like protein 

NOV31j 

CG51264-10 

141 

142 

ST7-like protein 

NOV31k 

CG5 1264-11 

143 

144 

ST7-like protein 

NOV31I 

CG51264-12 

145 

146 

ST7-like protein 

NOV31m 

CG5 1264-13 

147 

148 

ST7-like protein 

NOV31n 

CG5 1264-14 

149 

150 

ST7-like protein ! 

NOV31o 

CG5 1264-15 

151 

152 

ST7-like protein 

NOV31p 

CG51264-16 

153 

154 

ST7-like protein 

NOV32a 

CG52423-01 

155 

156 

PV-l-like protein 

NOV33a 

CG52919-01 

157 

158 

Sez-6-like protein 

NOV33b 

CG529 19-02 

159 

160 

Sez-6-like protein 

NOV33c 

CG529 19-03 

161 

162 

Sez-6-like protein 

NOV33d 

CG529 19-04 

163 

164 

Sez-6-like protein 

NOV33e 

CG529 19-05 

165 

166 

Sez-6-like protein 

NOV33f 

CG529 19-06 

167 

168 

Sez-6-like protein 

NOV33g 

CG52919-01 

169 

170 

Sez-6-like protein 

NOV33h 

CG529 19-07 

171 

172 

Sez-6-like protein 

NOV33i 

CG529 19-08 

173 

174 

Sez-6-like protein 

NOV33j 

CG529 19-09 

175 

176 

Sez-6-lilce protein 

NOV34a 

CG55698-01 

177 

178 

Colipase precursor protein-like 
protein 

NOV34b 

CG55698-02 

179 

180 

Colipase precursor protein-like 
protein 

NOV35a 

CG55832-01 

181 

182 

Tenascin-C precursor protein-like 
protein 
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NOV35b 

CG55832-03 

183 

184 

Tenascin-C precursor protein-like 
protein 

NOV35c 

CG55832-02 

185 

186 

Tenascin-C precursor protein-like 
protein 

NOV36a 

CG56054-01 

187 

188 

Integrin alpha 7-like protein 

NOV36b 

CG56054-03 

189 

190 

Integrin alpha 7-like protein 

NOV36c 

CG56054-04 

191 

192 

Integrin alpha 7-like protein 

NOV36d 

CG56054-05 

193 

194 

Integrin alpha 7-like protein 

NOV36e 

CG56054-06 

195 

196 

Integrin alpha 7-like protein 

NOV36f 

CG56054-07 

197 

198 

Integrin alpha 7-like protein 

NOV36g 

CG56054-08 

199 

200 

Integrin alpha 7-like protein 

NOV36h 

CG56054-09 

201 

202 

Integrin alpha 7-like protein 

NOV36i 

CG56054-10 

203 

204 

Integrin alpha 7-like protein 

NOV36j 

CG56054-11 

205 

206 

Integrin alpha 7-like protein 

NOV36k 

CG56054-12 

207 

208 

Integrin alpha 7-like protein 

NOV36I 

CG56054-13 

209 

210 

Integrin alpha 7-like protein 

NOV36m 

CG56054-14 

211 

212 

Integrin alpha 7-like protein 

NOV36n 

CG56054-15 

213 

214 

Integrin alpha 7-like protein 

NOV36o 

CG56054-16 

215 

216 

Integrin alpha 7-like protein 

NOV36p 

CG56054-17 

217 

218 

Integrin alpha 7-like protein 

NOV36q 

CG56054-18 

219 

220 

Integrin alpha 7-like protein 

NOV36r 

CG56054-19 

221 

222 

Integrin alpha 7-like protein 

NOV36s 

CG5 6054-02 

223 

224 

Integrin alpha 7-like protein 

NOV37a 

CG88634-01 

225 

226 

KIAA1219-like protein 

NOV38a 

CG97012-01 

227 

228 

Seizure 6 precursor protein-like 
protein 

NOV38b 

CG970 12-02 

229 

230 

Seizure 6 precursor protein-like 
protein 

NOV38c 

CG970 12-03 

231 

232 

Seizure 6 precursor protein-like 
protein 

NOV38d 

CG97012-01 

233 

234 

Seizure 6 precursor protein-like 
protein 

NOV38e 

210120300 

235 

236 

Seizure 6 precursor protein-like 
protein 

NOV38f 

210120376 

237 

238 

Seizure 6 precursor protein-like 
protein 

NOV38g 

210120463 

239 

240 

Seizure 6 precursor protein-like 
protein 

NOV38h 

210120269 

241 

242 

Seizure 6 precursor protein-like 
protein 

NOV38i 

CG970 12-04 

243 

244 

Seizure 6 precursor protein-like 
protein 

NOV38j 

CG970 12-05 

245 

246 

Seizure 6 precursor protein-like 
protein 

NOV39a 

CG99754-01 

247 

248 

RIKEN protein-like protein 

NOV39b 

CG99754-02 

249 

250 

RIKEN protein-like protein 

NOV40a 

CG99777-01 

251 

252 

CD30 ligand-like protein 

NOV40b 

CG99777-02 

253 

254 

CD30 ligand-like protein 


15 


WO 2003/023008 


PCT/US2002/028596 


Table A indicates the homology of NOVX polypeptides to known protein families. 
Thus, the nucleic acids and polypeptides, antibodies and related compounds according to 
the invention corresponding to a NOVX as identified in column 1 of Table A will be useful 
5 in therapeutic and diagnostic applications implicated in, for example, pathologies and 
disorders associated with the known protein families identified in column 5 of Table A. 

Pathologies, diseases, disorders, conditions, and the like that are associated with 
NOVX sequences include, but are not limited to: e.g., cardiomyopathy, atherosclerosis, 
hypertension, congenital heart defects, aortic stenosis, atrial septal defect (ASD), 

10 atrioventricular (A-V) canal defect, ductus arteriosus, pulmonary stenosis, subaortic 

stenosis, ventricular septal defect (VSD), valve diseases, tuberous sclerosis, scleroderma, 
obesity, metabolic disturbances associated with obesity, adrenoleukodystrophy, congenital 
adrenal hyperplasia, prostate cancer, diabetes, metabolic disorders, neoplasm, hemophilia, 
hypercoagulation, idiopathic thrombocytopenic purpura, immunodeficiencies, graft versus 

15 host disease, AIDS, bronchial asthma, Crohn's disease; multiple sclerosis, treatment of 
Albright Hereditary Osteodystrophy, infectious disease, anorexia, cancer-associated 
cachexia, , neurodegenerative disorders, Alzheimer's Disease, Parkinson's Disease, immune 
disorders, hematopoietic disorders, and the various dyslipidemias, the metabolic syndrome 
X, wasting disorders associated with chronic diseases, cancer, e.g., uterine cancer, 

20 lymphoma, adenocarcinoma, as well as conditions such as transplantation, neuroprotection, 
fertility, or regeneration (hi vitro and 7/7 vivo). 

NOVX nucleic acids and their encoded polypeptides are useful in a variety of 
applications and contexts. The various NOVX nucleic acids and polypeptides according to 
the invention are useful as novel members of the protein families according to the presence 
25 of domains and sequence relatedness to previously described proteins. Additionally, NOVX 
nucleic acids and polypeptides can also be used to identify proteins that are members of the 
family to which the NOVX polypeptides belong. 

Consistent with other known, members of the family of proteins, identified in 
column 5 of Table A, the NOVX polypeptides of the present invention show homology to, 
30 and contain domains that are characteristic of, other members of such protein families. 
Details of the sequence relatedness and domain analysis for each NOVX are presented in 
Example A. 
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The NOVX nucleic acids and polypeptides can also be used to screen for molecules, 
which inhibit or enhance NOVX activity or function. Specifically, the nucleic acids and 
polypeptides according to the invention may be used as targets for the identification of 
small molecules that modulate or inhibit diseases associated with the protein families listed 
5 in Table A. 

The NOVX nucleic acids and polypeptides are also useful for detecting specific cell 
types. Details of the expression analysis for each NOVX are presented in Example C 
Accordingly, the NOVX nucleic acids, polypeptides, antibodies and related compounds 
according to the invention will have diagnostic and therapeutic applications in the detection 
10 of a variety of diseases with differential expression in normal vs. diseased tissues, e.g. 
detection of a variety of cancers. 

Additional utilities for NOVX nucleic acids and polypeptides according to the 
invention are disclosed herein. 

NOVX clones 

15 NOVX nucleic acids and their encoded polypeptides are useful in a variety of 

applications and contexts. The various NOVX nucleic acids and polypeptides according to 
the invention are useful as novel members of the protein families according to the presence 
of domains and sequence relatedness to previously described proteins. Additionally, NOVX 
nucleic acids and polypeptides can also be used to identify proteins that are members of the 

20 family to which the NOVX polypeptides belong. 

The NOVX genes and their corresponding encoded proteins are useful for 
preventing, treating or ameliorating medical conditions, e.g., by protein or gene therapy. 
Pathological conditions can be diagnosed by determining the amount of the new protein in a 
sample or by determining the presence of mutations in the new genes. Specific uses are 
25 described for each of the NOVX genes, based on the tissues in which they are most highly 
expressed. Uses include developing products for the diagnosis or treatment of a variety of 
diseases and disorders. 

The NOVX nucleic acids and proteins of the invention are useful in potential 
diagnostic and therapeutic applications and as a research tool. These include serving as a 
30 specific or selective nucleic acid or protein diagnostic and/or prognostic marker, wherein 
the presence or amount of the nucleic acid or the protein are to be assessed, as well as 
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potential therapeutic applications such as the following: (i) a protein therapeutic, (ii) a small 
molecule drug target, (iii) an antibody target (therapeutic, diagnostic, drug 
targeting/cytotoxic antibody), (iv) a nucleic acid useful in gene therapy (gene delivery/gene 
ablation), and (v) a composition promoting tissue regeneration in vitro and in vivo (vi) a 
5 biological defense weapon. 

In one specific embodiment, the invention includes an isolated polypeptide 
comprising an amino acid sequence selected from the group consisting of: (a) a mature form 
of the amino acid sequence selected from the group consisting of SEQ ID NO: 2n, wherein 
n is an integer between I and 127; (b) a variant of a mature form of the amino acid sequence 

1 0 selected from the group consisting of SEQ ID NO: 2n, wherein n is an integer between 1 
and 127, wherein any amino acid in the mature form is changed to a different amino acid, 
provided that no more than 15% of the amino acid residues in the sequence of the mature 
form are so changed; (c) an amino acid sequence selected from the group consisting of SEQ 
ID NO: 2n, wherein n is an integer between 1 and 127; (d) a variant of the amino acid 

15 sequence selected from the group consisting of SEQ ID NO:2n, wherein n is an integer 

between 1 and 127 ? wherein any amino acid specified in the chosen sequence is changed to 
a different amino acid, provided that no more than 15% of the amino acid residues in the 
sequence are so changed; and (e) a fragment of any of (a) through (d). 

In another specific embodiment, the invention includes an isolated nucleic acid 
20 molecule comprising a nucleic acid sequence encoding a polypeptide comprising an amino 
acid sequence selected from the group consisting of: (a) a mature form of the amino acid 
sequence given SEQ ID NO: 2n, wherein n is an integer between 1 and 127; (b) a variant of 
a mature form of the amino acid sequence selected from the group consisting of SEQ ID 
NO: 2n, wherein n is an integer between 1 and 127, wherein any amino acid in the mature 
25 form of the chosen sequence is changed to a different amino acid, provided that no more 
than 15% of the amino acid residues in the sequence of the mature form are so changed; (c) 
the amino acid sequence selected from the group consisting of SEQ ID NO: 2n, wherein n is 
an integer between 1 and 127; (d) a variant of the amino acid sequence selected from the 
group consisting of SEQ ID NO: 2n, wherein n is an integer between 1 and 127, in which 
30 any amino acid specified in the chosen sequence is changed to a different amino acid, 

provided that no more than 15% of the amino acid residues in the sequence are so changed; 
(e) a nucleic acid fragment encoding at least a portion of a polypeptide comprising the 
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amino acid sequence selected from the group consisting of SEQ ID NO: 2n, wherein n is an 
integer between 1 and 127, or any variant of said polypeptide wherein any amino acid of the 
chosen sequence is changed to a different amino acid, provided that no more than 10% of 
the amino acid residues in the sequence are so changed; and (f) the complement of any of 
5 said nucleic acid molecules. 

In yet another specific embodiment, the invention includes an isolated nucleic acid 
molecule, wherein said nucleic acid molecule comprises a nucleotide sequence selected 
from the group consisting of: (a) the nucleotide sequence selected from the group 
consisting of SEQ ID NO: 2n-l, wherein n is an integer between 1 and 127; (b) a 

10 nucleotide sequence wherein one or more nucleotides in the nucleotide sequence selected 
from the group consisting of SEQ ID NO: 2n-l, wherein n is an integer between 1 and 127 
is changed from that selected from the group consisting of the chosen sequence to a 
different nucleotide provided that no more than 15% of the nucleotides are so changed; (c) a 
nucleic acid fragment of the sequence selected from the group consisting of SEQ ID NO: 

15 2n-l, wherein n is an integer between 1 and 127; and (d) a nucleic acid fragment wherein 
one or more nucleotides in the nucleotide sequence selected from the group consisting of 
SEQ ID NO: 2n-l, wherein n is an integer between 1 and 127, is changed from that selected 
from the group consisting of the chosen sequence to a different nucleotide provided that no 
more than 15% of the nucleotides are so changed. 

20 NOVX Nucleic Acids and Polypeptides 

One aspect of the invention pertains to isolated nucleic acid molecules that encode 
NOVX polypeptides or biologically active portions thereof. Also included in the invention 
are nucleic acid fragments sufficient for use as hybridization probes to identify 
NOVX-encoding nucleic acids (e.g., NOVX mRNAs) and fragments for use as PCR 

25 primers for the amplification and/or mutation of NOVX nucleic acid molecules. As used 
herein, the term "nucleic acid molecule" is intended to include DNA molecules (e.g., cDNA 
or genomic DNA), RNA molecules {e.g., mRNA), analogs of the DNA or RNA generated 
using nucleotide analogs, and derivatives, fragments and homologs thereof. The nucleic 
acid molecule may be single-stranded or double-stranded, but preferably is comprised 

30 double-stranded DNA. 
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A NOVX nucleic acid can encode a mature NOVX polypeptide. As used herein, a 
"mature" form of a polypeptide or protein disclosed in the present invention is the product 
of a naturally occurring polypeptide or precursor form or proprotein. The naturally 
occurring polypeptide, precursor or proprotein includes, by way of nonlimiting example, the 
5 full-length gene product encoded by the corresponding gene. Alternatively, it may be 
defined as the polypeptide, precursor or proprotein encoded by an ORF described herein. 
The product "mature" form arises, by way of nonlimiting example, as a result of one or 
more naturally occurring processing steps that may take place within the cell {e.g., host cell) 
in which the gene product arises. Examples of such processing steps leading to a "mature" 

10 form of a polypeptide or protein include the cleavage of the N-terminal methionine residue 
encoded by the initiation codon of an ORF, or the proteolytic cleavage of a signal peptide or 
leader sequence. Thus a mature form arising from a precursor polypeptide or protein that 
has residues 1 to N, where residue 1 is the N-terminal methionine, would have residues 2 
through N remaining after removal of the N-terminal methionine. Alternatively, a mature 

15 form arising from a precursor polypeptide or protein having residues I to N, in which an 
N-terminal signal sequence from residue 1 to residue M is cleaved, would have the residues 
from residue M+l to residue N remaining. Further as used herein, a "mature" form of a 
polypeptide or protein may arise from a step of post-translational modification other than a 
proteolytic cleavage event. Such additional processes include, by way of non-limiting 

20 example, glycosylation, myristylation or phosphorylation. In general, a mature polypeptide 
or protein may result from the operation of only one of these processes, or a combination of 
any of them. 

The term "probe", as utilized herein, refers to nucleic acid sequences of variable 
length, preferably between at least about 10 nucleotides (nt), about 100 nt, or as many as 

25 approximately, e.g., 6,000 nt, depending upon the specific use. Probes are used in the 
detection of identical, similar, or complementary nucleic acid sequences. Longer length 
probes are generally obtained from a natural or recombinant source, are highly specific, and 
much slower to hybridize than shorter-length oligomer probes. Probes may be single- 
stranded or double-stranded and designed to have specificity in PCR, membrane-based 

30 hybridization technologies, or ELISA-like technologies. 

The term "isolated" nucleic acid molecule, as used herein, is a nucleic acid that is 
separated from other nucleic acid molecules which are present in the natural source of the 
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nucleic acid. Preferably, an "isolated" nucleic acid is free of sequences which naturally 
flank the nucleic acid (i.e., sequences located at the 5'- and 3'-termini of the nucleic acid) in 
the genomic DNA of the organism from which the nucleic acid is derived. For example, in 
various embodiments, the isolated NOVX nucleic acid molecules can contain less than 
5 about 5 kb, 4 kb, 3 kb, 2 kb, ] kb, 0.5 kb, or 0.1 kb of nucleotide sequences which naturally 
flank the nucleic acid molecule in genomic DNA of the cell/tissue from which the nucleic 
acid is derived (e.g., brain, heart, liver, spleen, etc.). Moreover, an "isolated" nucleic acid 
molecule, such as a cDNA molecule, can be substantially free of other cellular material, or 
culture medium, or of chemical precursors or other chemicals. 

10 A nucleic acid molecule of the invention, e.g., a nucleic acid molecule having the 

nucleotide sequence of SEQ ID NO:2rc-l, wherein n is an integer between 1 and 127, or a 
complement of this nucleotide sequence, can be isolated using standard molecular biology 
techniques and the sequence information provided herein. Using all or a portion of the 
nucleic acid sequence of SEQ ID NO;2/7-l ? wherein n is an integer between 1 and 127, as a 

15 hybridization probe, NOVX molecules can be isolated using standard hybridization and 
cloning techniques (e.g., as described in Sambrook, et al, (eds.), MOLECULAR CLONING: A 
LABORATORY Manual 2 nd Ed., Cold Spring Harbor Laboratory Press, Cold Spring Harbor, 
NY, 1989; and Ausubel, et al, (eds.), CURRENT PROTOCOLS IN MOLECULAR BIOLOGY, John 
Wiley & Sons, New York, NY, 1993.) 

20 A nucleic acid of the invention can be amplified using cDNA. mRNA or 

alternatively, genomic DNA, as a template with appropriate oligonucleotide primers 
according to standard PCR amplification techniques. The nucleic acid so amplified can be 
cloned into an appropriate vector and characterized by DNA sequence analysis. 
Furthermore, oligonucleotides corresponding to NOVX nucleotide sequences can be 

25 prepared by standard synthetic techniques, e.g., using an automated DNA synthesizer. 

As used herein, the term "oligonucleotide" refers to a series of linked nucleotide 
residues. A short oligonucleotide sequence may be based on, or designed from, a genomic 
or cDNA sequence and is used to amplify, confirm, or reveal the presence of an identical, 
similar or complementary DNA or RNA in a particular cell or tissue. Oligonucleotides 
30 comprise a nucleic acid sequence having about 10 nt, 50 nt, or 100 nt in length, preferably 
about 15 nt to 30 nt in length. In one embodiment of the invention, an oligonucleotide 
comprising a nucleic acid molecule less than 100 nt in length would further comprise at 
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least 6 contiguous nucleotides of SEQ ID NO:2w-l, wherein n is an integer between 1 and 
127 ? or a complement thereof. Oligonucleotides may be chemically synthesized and may 
also be used as probes. 

In another embodiment, an isolated nucleic acid molecule of the invention comprises 
5 a nucleic acid molecule that is a complement of the nucleotide sequence shown in SEQ ID 
NO:2/7-l } wherein n is an integer between 1 and 127, or a portion of this nucleotide 
sequence (e.g., a fragment that can be used as a probe or primer or a fragment encoding a 
biologically-active portion of a NOVX polypeptide). A nucleic acid molecule that is 
complementary to the nucleotide sequence of SEQ ID NO:2/7-l, wherein n is an integer 
10 between 1 and 127, is one that is sufficiently complementary to the nucleotide sequence of 
SEQ ID NO:2w-l, wherein n is an integer between 1 and 127, that it can hydrogen bond 
with few or no mismatches to the nucleotide sequence shown in SEQ ID NO:2?7-l, wherein 
n is an integer between 1 and 127, thereby forming a stable duplex. 

As used herein, the term "complementary" refers to Watson-Crick or Hoogsteen 
1 5 base pairing between nucleotides units of a nucleic acid molecule, and the term "binding" 
means the physical or chemical interaction between two polypeptides or compounds or 
associated polypeptides or compounds or combinations thereof. Binding includes ionic, 
non-ionic, van der Waals, hydrophobic interactions, and the like. A physical interaction can 
be either direct or indirect. Indirect interactions may be through or due to the effects of 
20 another polypeptide or compound. Direct binding refers to interactions that do not take 
place through, or due to, the effect of another polypeptide or compound, but instead are 
without other substantial chemical intermediates. 

A "fragment" provided herein is defined as a sequence of at least 6 (contiguous) 
nucleic acids or at least 4 (contiguous) amino acids, a length sufficient to allow for specific 
25 hybridization in the case of nucleic acids or for specific recognition of an epitope in the case 
of amino acids, and is at most some portion less than a full length sequence. Fragments 
may be derived from any contiguous portion of a nucleic acid or amino acid sequence of 
choice. 

A full-length NOVX clone is identified as containing an ATG translation start codon 
30 and an in-frame stop codon. Any disclosed NOVX nucleotide sequence lacking an ATG 
start codon therefore encodes a truncated C-terminal fragment of the respective NOVX 
polypeptide, and requires that the corresponding full-length cDNA extend in the 5 ? direction 
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of the disclosed sequence. Any disclosed NOVX nucleotide sequence lacking an in-frame 
stop codon similarly encodes a truncated N-terrninal fragment of the respective NOVX 
polypeptide, and requires that the corresponding full-length cDNA extend in the 3 ? direction 
of the disclosed sequence. 

5 A "derivative" is a nucleic acid sequence or amino acid sequence formed from the 

native compounds either directly, by modification or partial substitution. An "analog" is a 
nucleic acid sequence or amino acid sequence that has a structure similar to, but not 
identical to, the native compound, e.g. they differs from it in respect to certain components 
or side chains. Analogs may be synthetic or derived from a different evolutionary origin 
10 and may have a similar or opposite metabolic activity compared to wild type. A "homolog" 
is a nucleic acid sequence or amino acid sequence of a particular gene that is derived from 
different species. 

Derivatives and analogs may be full length or other than full length. Derivatives or 
analogs of the nucleic acids or proteins of the invention include, but are not limited to, 

1 5 molecules comprising regions that are substantially homologous to the nucleic acids or 
proteins of the invention, in various embodiments, by at least about 70%, 80%, or 95% 
identity (with a preferred identity of 80-95%) over a nucleic acid or amino acid sequence of 
identical size or when compared to an aligned sequence in which the alignment is done by a 
computer homology program known in the art, or whose encoding nucleic acid is capable of 

20 hybridizing to the complement of a sequence encoding the proteins under stringent, 
moderately stringent, or low stringent conditions. See e.g. Ausubel, el ol., CURRENT 
Protocols in Molecular Biology, John Wiley & Sons, New York, NY, 1993, and 
below. 

A "homologous nucleic acid sequence" or "homologous amino acid sequence," or 
25 variations thereof, refer to sequences characterized by a homology at the nucleotide level or 
amino acid level as discussed above. Homologous nucleotide sequences include those 
sequences coding for isoforms of NOVX polypeptides. Isoforms can be expressed in 
different tissues of the same organism as a result of, for example, alternative splicing of 
RNA. Alternatively, isoforms can be encoded by different genes. In the invention, 
30 homologous nucleotide sequences include nucleotide sequences encoding for a NOVX 
polypeptide of species other than humans, including, but not limited to: vertebrates, and 
thus can include, e.g., frog, mouse, rat, rabbit, dog, cat cow, horse, and other organisms. 
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Homologous nucleotide sequences also include, but are not limited to, naturally occurring 
allelic variations and mutations of the nucleotide sequences set forth herein. A homologous 
nucleotide sequence does not, however, include the exact nucleotide sequence encoding 
human NOVX protein. Homologous nucleic acid sequences include those nucleic acid 
5 sequences that encode conservative amino acid substitutions (see below) in SEQ ID 

NO:2?7-I, wherein n is an integer between 1 and 127, as well as a polypeptide possessing 
NOVX biological activity. Various biological activities of the NOVX proteins are 
described below. 

A NOVX polypeptide is encoded by the open reading frame ("ORF") of a NOVX 
10 nucleic acid. An ORF corresponds to a nucleotide sequence that could potentially be 

translated into a polypeptide. A stretch of nucleic acids comprising an ORF is uninterrupted 
by a stop codon. An ORF that represents the coding sequence for a full protein begins with 
an ATG "start" codon and terminates with one of the three "stop" codons, namely, TAA, 
TAG, or TGA. For the purposes of this invention, an ORF may be any part of a coding 
15 sequence, with or without a start codon, a stop codon, or both. For an ORF to be considered 
as a good candidate for coding for a bona fide cellular protein, a minimum size requirement 
is often set, e.g., a stretch of DNA that would encode a protein of 50 amino acids or more. 

The nucleotide sequences determined from the cloning of the human NOVX genes 
allows for the generation of probes and primers designed for use in identifying and/or 

20 cloning NOVX homologs in other cell types, e.g. from other tissues, as well as NOVX 
homologs from other vertebrates. The probe/primer typically comprises substantially 
purified oligonucleotide. The oligonucleotide typically comprises a region of nucleotide 
sequence that hybridizes under stringent conditions to at least about 12, 25, 50, 100, 150, 
200, 250, 300, 350 or 400 consecutive sense strand nucleotide sequence of SEQ ID 

25 NO:2/?-l, wherein n is an integer between 1 and 127; or an anti-sense strand nucleotide 
sequence of SEQ ID NO:2?7-l, wherein ;? is an integer between 1 and 127; or of a naturally 
occurring mutant of SEQ ID NO:2;?-l, wherein n is an integer between 1 and 127. 

Probes based on the human NOVX nucleotide sequences can be used to detect 
transcripts or genomic sequences encoding the same or homologous proteins. In various 
30 embodiments, the probe has a detectable label attached, e.g. the label can be a radioisotope, 
a fluorescent compound, an enzyme, or an enzyme co-factor. Such probes can be used as a 
part of a diagnostic test kit for identifying cells or tissues which mis-express a NOVX 
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protein, such as by measuring a level of a NOVX-encoding nucleic acid in a sample of cells 
from a subject e.g., detecting NOVX mRNA levels or determining whether a genomic 
NOVX gene has been mutated or deleted. 

"A polypeptide having a biologically-active portion of a NOVX polypeptide" refers 
5 to polypeptides exhibiting activity similar, but not necessarily identical to, an activity of a 
polypeptide of the invention, including mature forms, as measured in a particular biological 
assay, with or without dose dependency. A nucleic acid fragment encoding a 
"biologically-active portion of NOVX" can be prepared by isolating a portion of SEQ ID 
N0:2>7-1 5 wherein n is an integer between 1 and 127. that encodes a polypeptide having a 
10 NOVX biological activity (the biological activities of the NOVX proteins are described 
below), expressing the encoded portion of NOVX protein (e.g., by recombinant expression 
in vitro) and assessing the activity of the encoded portion of NOVX. 

NOVX Nucleic Acid and Polypeptide Variants 

The invention further encompasses nucleic acid molecules that differ from the 
1 5 nucleotide sequences of SEQ ID NO:2/?-l , wherein w is an integer between 1 and 127, due 
to degeneracy of the genetic code and thus encode the same NOVX proteins as that encoded 
by the nucleotide sequences of SEQ ID NO:2/?-l, wherein n is an integer between 1 and 
127. In another embodiment, an isolated nucleic acid molecule of the invention has a 
nucleotide sequence encoding a protein having an amino acid sequence of SEQ ID NO:2;?, 
20 wherein n is an integer between 1 and 127. 

In addition to the human NOVX nucleotide sequences of SEQ ID N0:2>7-1, wherein 
;? is an integer between 1 and 127, it will be appreciated by those skilled in the art that DNA 
sequence polymorphisms that lead to changes in the amino acid sequences of the NOVX 
polypeptides may exist within a population (e.g., the human population). Such genetic 

25 polymorphism in the NOVX genes may exist among individuals within a population due to 
natural allelic variation. As used herein, the terms "gene" and "recombinant gene" refer to 
nucleic acid molecules comprising an open reading frame (ORF) encoding a NOVX protein, 
preferably a vertebrate NOVX protein. Such natural allelic variations can typically result in 
1-5% variance in the nucleotide sequence of the NOVX genes. Any and all such nucleotide 

30 variations and resulting amino acid polymorphisms in the NOVX polypeptides, which are 
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the result of natural allelic variation and that do not alter the functional activity of the 
NOVX polypeptides, are intended to be within the scope of the invention. 

Moreover, nucleic acid molecules encoding NOVX proteins from other species, and 
thus that have a nucleotide sequence that differs from a human SEQ ID NO:2>?-l, wherein n 
5 is an integer between 1 and 127, are intended to be within the scope of the invention. 
Nucleic acid molecules corresponding to natural allelic variants and homologs of the 
NOVX cDNAs of the invention can be isolated based on their homology to the human 
NOVX nucleic acids disclosed herein using the human cDNAs, or a portion thereof, as a 
hybridization probe according to standard hybridization techniques under stringent 
10 hybridization conditions. 

Accordingly, in another embodiment, an isolated nucleic acid molecule of the 
invention is at least 6 nucleotides in length and hybridizes under stringent conditions to the 
nucleic acid molecule comprising the nucleotide sequence of SEQ ID NO:2/?-l , wherein n is 
an integer between 1 and 127. In another embodiment, the nucleic acid is at least 10, 25, 
15 50, 100, 250, 500, 750, 1000, 1500 ; or 2000 or more nucleotides in length. In yet another 
embodiment, an isolated nucleic acid molecule of the invention hybridizes to the coding 
region. As used herein, the term "hybridizes under stringent conditions" is intended to 
describe conditions for hybridization and washing under which nucleotide sequences at least 
about 65% homologous to each other typically remain hybridized to each other. 

20 Homologs {i.e., nucleic acids encoding NOVX proteins derived from species other 

than human) or other related sequences (e.g., paralogs) can be obtained by low, moderate or 
high stringency hybridization with all or a portion of the particular human sequence as a 
probe using methods well known in the art for nucleic acid hybridization and cloning. 

As used herein, the phrase "stringent hybridization conditions" refers to conditions 
25 under which a probe, primer or oligonucleotide will hybridize to its target sequence, but to 
no other sequences. Stringent conditions are sequence-dependent and will be different in 
different circumstances. Longer sequences hybridize specifically at higher temperatures 
than shorter sequences. Generally, stringent conditions are selected to be about 5 °C lower 
than the thermal melting point (Tm) for the specific sequence at a defined ionic strength and 
30 pH. The Tm is the temperature (under defined ionic strength, pH and nucleic acid 

concentration) at which 50% of the probes complementary to the target sequence hybridize 
to the target sequence at equilibrium. Since the target sequences are generally present at 
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excess, at Tm, 50% of the probes are occupied at equilibrium. Typically, stringent 
conditions will be those in which the salt concentration is less than about 1.0 M sodium ion, 
typically about 0.01 to 1.0 M sodium ion (or other salts) at pH 7.0 to 8.3 and the 
temperature is at least about 30 °C for short probes, primers or oligonucleotides (e.g., 10 nt 
5 to 50 nt) and at least about 60 °C for longer probes, primers and oligonucleotides. Stringent 
conditions may also be achieved with the addition of destabilizing agents, such as 
formamide. 

Stringent conditions are known to those skilled in the art and can be found in 
Ausubel, et ai, (eds.), Current Protocols in Molecular Biology, John Wiley & Sons, 

10 N.Y. (1989), 6.3.1-6.3.6. Preferably, the conditions are such that sequences at least about 
65%, 70%, 75%, 85%, 90%, 95%, 98%, or 99% homologous to each other typically remain 
hybridized to each other. A non-limiting example of stringent hybridization conditions are 
hybridization in a high salt buffer comprising 6X SSC, 50 mM Tris-HCl (pH 7.5), 1 mM 
EDTA, 0.02% PVP, 0.02% Ficoll, 0.02% BSA, and 500 mg/ml denatured salmon sperm 

15 DNA at 65°C, followed by one or more washes in 0.2X SSC, 0.01% BSA at 50 °C. An 
isolated nucleic acid molecule of the invention that hybridizes under stringent conditions to 
a sequence of SEQ ID NO:2/?-l, wherein n is an integer between I and 127, corresponds to 
a naturally-occurring nucleic acid molecule. As used herein, a "naturally-occurring" nucleic 
acid molecule refers to an RNA or DNA molecule having a nucleotide sequence that occurs 

20 in nature (e.g., encodes a natural protein). 

In a second embodiment, a nucleic acid sequence that is hybridizable to the nucleic 
acid molecule comprising the nucleotide sequence of SEQ ID NO:2/7-l, wherein n is an 
integer between 1 and 127, or fragments, analogs or derivatives thereof, under conditions of 
moderate stringency is provided. A non-limiting example of moderate stringency 

25 hybridization conditions are hybridization in 6X SSC, 5X Reinhardt's solution, 0.5% SDS 
and 100 mg/ml denatured salmon sperm DNA at 55 °C, followed by one or more washes in 
IX SSC, 0.1% SDS at 37 °C. Other conditions of moderate stringency that may be used are 
well-known within the ait. See, e.g., Ausubel, et ai (eds.), 1993, CURRENT Protocols IN 
Molecular Biology, John Wiley & Sons, NY, and Krieger, 1990; Gene Transfer and 

30 Expression, A Laboratory Manual, Stockton Press, NY. 

In a third embodiment, a nucleic acid that is hybridizable to the nucleic acid 
molecule comprising the nucleotide sequences of SEQ ID NO:2;?-l, wherein ;? is an integer 
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between 1 and 1 27, or fragments, analogs or derivatives thereof, under conditions of low 
stringency, is provided. A non-limiting example of low stringency hybridization conditions 
are hybridization in 35% formamide, 5X SSC, 50 mM Tris-HCI (pH 7.5), 5 mM EDTA, 
0.02% PVP, 0.02% Ficoll, 0.2% BSA, 100 mg/ml denatured salmon sperm DNA, 10% 
5 (wt/vol) dextran sulfate at 40 °C, followed by one or more washes in 2X SSC, 25 mM 
Tris-HCI (pH 7.4), 5 mM EDTA, and 0.1% SDS at 50 °C. Other conditions of low 
stringency that may be used are well known in the art (e.g., as employed for cross-species 
hybridizations). See, e.g., Ausubel, et al (eds.), 1993, CURJlENT PROTOCOLS IN 
Molecular Biology, John Wiley & Sons, NY, and Kriegler, 1990, Gene Transfer and 
10 Expression, A Laboratory Manual, Stockton Press, NY; Shilo and Weinberg, 1981 . 
Proc Natl Acad Sci USA 78: 6789-6792. 

Conservative Mutations 

In addition to naturally-occurring allelic variants of NOVX sequences that may exist 
in the population, the skilled artisan will further appreciate that changes can be introduced 

1 5 by mutation into the nucleotide sequences of SEQ ID NO:2/7-l , wherein n is an integer 
between I and 127, thereby leading to changes in the amino acid sequences of the encoded 
NOVX protein, without altering the functional ability of that NOVX protein. For example, 
nucleotide substitutions leading to amino acid substitutions at "non-essential" amino acid 
residues can be made in the sequence of SEQ ID NO:2/7, wherein n is an integer between 1 

20 and 127. A "non-essential" amino acid residue is a residue that can be altered from the 
wild-type sequences of the NOVX proteins without altering their biological activity, 
whereas an "essential" amino acid residue is required for such biological activity. For 
example, amino acid residues that are conserved among the NOVX proteins of the invention 
are predicted to be particularly non-amenable to alteration. Amino acids for which 

25 conservative substitutions can be made are well-known within the art. 

Another aspect of the invention pertains to nucleic acid molecules encoding NOVX 
proteins that contain changes in amino acid residues that are not essential for activity. Such 
NOVX proteins differ in amino acid sequence from SEQ ID NO:2/7-l, wherein n is an 
integer between 1 and 127, yet retain biological activity. In one embodiment, the isolated 
30 nucleic acid molecule comprises a nucleotide sequence encoding a protein, wherein the 

protein comprises an amino acid sequence at least about 40% homologous to the amino acid 
sequences of SEQ ID NO:2/7, wherein ;? is an integer between 1 and 127. Preferably, the 
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protein encoded by the nucleic acid molecule is at least about 60% homologous to SEQ ID 
NO:2;? ? wherein n is an integer between I and 127; more preferably at least about 70% 
homologous to SEQ ID NO:2/?, wherein ;? is an integer between 1 and 127; still more 
preferably at least about 80% homologous to SEQ ID NO:2/?, wherein ;? is an integer 
5 between 1 and 127; even more preferably at least about 90% homologous to SEQ ID 

NO:2/7, wherein n is an integer between 1 and 127; and most preferably at least about 95% 
homologous to SEQ ID NO:2/? 5 wherein n is an integer between 1 and 127. 

An isolated nucleic acid molecule encoding a NOVX protein homologous to the 
protein of SEQ ID NO:2/7, wherein n is an integer between 1 and 127, can be created by 
10 introducing one or more nucleotide substitutions, additions or deletions into the nucleotide 
sequence of SEQ ID NO:2/?-1, wherein ;? is an integer between 1 and 127, such that one or 
more amino acid substitutions, additions or deletions are introduced into the encoded 
protein. 

Mutations can be introduced any one of SEQ ID NO:2w-l, wherein n is an integer 

15 between 1 and 127, by standard techniques, such as site-directed mutagenesis and 

PCR-mediated mutagenesis. Preferably, conservative amino acid substitutions are made at 
one or more predicted, non-essential amino acid residues. A "conservative amino acid 
substitution" is one in which the amino acid residue is replaced with an amino acid residue 
having a similar side chain. Families of amino acid residues having similar side chains have 

20 been defined within the art. These families include amino acids with basic side chains {e.g., 
lysine, arginine, histidine), acidic side chains (e.g., aspartic acid, glutamic acid), uncharged 
polar side chains (e.g., glycine, asparagine, glutamine, serine, threonine, tyrosine, cysteine), 
nonpolar side chains (e.g., alanine, valine, leucine, isoleucine, proline, phenylalanine, 
methionine, tryptophan), beta-branched side chains (e.g., threonine, valine, isoleucine) and 

25 aromatic side chains (e.g., tyrosine, phenylalanine, tryptophan, histidine). Thus, a predicted 
non-essential amino acid residue in the NOVX protein is replaced with another amino acid 
residue from the same side chain family. Alternatively, in another embodiment, mutations 
can be introduced randomly along all or part of a NOVX coding sequence, such as by 
saturation mutagenesis, and the resultant mutants can be screened for NOVX biological 

30 activity to identify mutants that retain activity. Following mutagenesis of a nucleic acid of 
SEQ ID NO:2w-l, wherein ;/ is an integer between 1 and 127, the encoded protein can be 
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expressed by any recombinant technology known in the art and the activity of the protein 
can be determined. 

The relatedness of amino acid families may also be determined based on side chain 
interactions. Substituted amino acids may be fully conserved "strong" residues or fully 
5 conserved "weak" residues. The "strong" group of conserved amino acid residues may be 
any one of the following groups: STA, NEQK, NHQK, NDEQ, QHRK, MILV, IvIILF, HY, 
FYW, wherein the single letter amino acid codes are grouped by those amino acids that may 
be substituted for each other. Likewise, the "weak" group of conserved residues may be any 
one of the following: CSA, ATV, SAG, STNK, STPA, SGND, SNDEQK, NDEQHK, 
10 NEQHRK, HFY, wherein the letters within each group represent the single letter amino acid 
code. 

In one embodiment, a mutant NOVX protein can be assayed for (/) the ability to 
form protein:protein interactions with other NOVX proteins, other cell-surface proteins, or 
biologically-active portions thereof, (it) complex formation between a mutant NOVX 
15 protein and a NOVX ligand; or (Hi) the ability of a mutant NOVX protein to bind to an 
intracellular target protein or biologically-active portion thereof; (e.g. avidin proteins). 

In yet another embodiment, a mutant NOVX protein can be assayed for the ability to 
regulate a specific biological function (e.g., regulation of insulin release). 

Interfering RNA 

20 In one aspect of the invention, NOVX gene expression can be attenuated by RNA 

interference. One approach well-known in the art is short interfering RNA (siRNA) 
mediated gene silencing where expression products of a NOVX gene are targeted by 
specific double stranded NOVX derived siRNA nucleotide sequences that are 
complementary to at least a 19-25 nt long segment of the NOVX gene transcript, including 

25 the 5' untranslated (UT) region, the ORE, or the 3* UT region. See, e.g., PCT applications 
WO00/44895, W099/326I9, WO01/75164, WO01/92513, WO 01/29058, WO0I/S9304, 
WO02/16620, and WO02/29858, each incorporated by reference herein in their entirety. 
Targeted genes can be a NOVX gene, or an upstream or downstream modulator of the 
NOVX gene. Nonlimiting examples of upstream or downstream modulators of a NOVX 

30 gene include, e.g., a transcription factor that binds the NOVX gene promoter, a kinase or 
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phosphatase that interacts with aNOVX polypeptide, and polypeptides involved in a NOVX 
regulatory pathway. 

According to the methods of the present invention, NOVX gene expression is 
silenced using short interfering RNA, A NOVX polynucleotide according to the invention 
5 includes a siRNA polynucleotide. Such a NOVX siRNA can be obtained using a NOVX 
polynucleotide sequence, for example, by processing the NOVX ribopolynucleotide 
sequence in a cell-free system, such as but not limited to a Drosophila extract, or by 
transcription of recombinant double stranded NOVX RNA or by chemical synthesis of 
nucleotide sequences homologous to a NOVX sequence. See, e.g., Tuschl, Zamore, 

10 Lehmann, Bartel and Sharp (1999), Genes & Dev. 13: 3191-3197, incorporated herein by 
reference in its entirety. When synthesized, a typical 0.2 micromolar-scale RNA synthesis 
provides about 1 milligram of siRNA, which is sufficient for 1000 transfection experiments 
using a 24-well tissue culture plate format. 

The most efficient silencing is generally observed with siRNA duplexes composed 

15 of a 2 1 -nt sense strand and a 2 1 -nt antisense strand, paired in a manner to have a 2-nt 

3' overhang. The sequence of the 2-nt 3' overhang makes an additional small contribution to 
the specificity of siRNA target recognition. The contribution to specificity is localized to the 
unpaired nucleotide adjacent to the first paired bases. In one embodiment, the nucleotides 
in the 3 ? overhang are ribonucleotides. In an alternative embodiment, the nucleotides in the 

20 3' overhang are deoxyribonucleotides. Using 2'-deoxyribonucleotides in the 3' overhangs is 
as efficient as using ribonucleotides, but deoxyribonucleotides are often cheaper to 
synthesize and are most likely more nuclease resistant. 

A contemplated recombinant expression vector of the invention comprises a NOVX 
DNA molecule cloned into an expression vector comprising operatively-linked regulatory 

25 sequences flanking the NOVX sequence in a manner that allows for expression (by 

transcription of the DNA molecule) of both strands. An RNA molecule that is antisense to 
NOVX mRNA is transcribed by a first promoter (e.g., a promoter sequence 3' of the cloned 
DNA) and an RNA molecule that is the sense strand for the NOVX mRNA is transcribed by 
a second promoter (e.g., a promoter sequence 5' of the cloned DNA). The sense and 

30 antisense strands may hybridize in vivo to generate siRNA constructs for silencing of the 
NOVX gene. Alternatively, two constructs can be utilized to create the sense and anti- 
sense strands of a siRNA construct. Finally, cloned DNA can encode a construct having 
secondary structure, wherein a single transcript has both the sense and complementary 

31 


WO 2003/023008 


PCT/US2002/028596 


antisense sequences from the target gene or genes. In an example of this embodiment, a 
hairpin RNAi product is homologous to all or a portion of the target gene. In another 
example, a hairpin RNAi product is a siRNA. The regulatory sequences flanking the 
NOVX sequence may be identical or may be different, such that their expression may be 
5 modulated independently, or in a temporal or spatial manner. 

In a specific embodiment, siRNAs are transcribed intracellularly by cloning the 
NOVX gene templates into a vector containing, e.g., a RNA pol III transcription unit from 
the smaller nuclear RNA (snRNA) U6 or the human RNase P RNA HI. One example of a 
vector system is the GeneSuppressor™ RNA Interference kit (commercially available from 

10 Imgenex). The U6 and HI promoters are members of the type III class of Pol III promoters. 
The +1 nucleotide of the U6-like promoters is always guanosine, whereas the +1 for HI 
promoters is adenosine. The termination signal for these promoters is defined by five 
consecutive thymidines. The transcript is typically cleaved after the second uridine. 
Cleavage at this position generates a 3' UU overhang in the expressed siRNA, which is 

1 5 similar to the 3' overhangs of synthetic siRNAs. Any sequence less than 400 nucleotides in 
length can be transcribed by these promoter, therefore they are ideally suited for the 
expression of around 21 -nucleotide siRNAs in, e.g., an approximately 50-nucleotide RNA 
stem-loop transcript. 

A siRNA vector appears to have an advantage over synthetic siRNAs where long 
20 term knock-down of expression is desired. Cells transfected with a siRNA expression vector 
would experience steady, long-term mRNA inhibition. In contrast, cells transfected with 
exogenous synthetic siRNAs typically recover from mRNA suppression within seven days 
or ten rounds of cell division. The long-term gene silencing ability of siRNA expression 
vectors may provide for applications in gene therapy. 
25 In general, siRNAs are chopped from longer dsRNA by an ATP-dependent 

ribonuclease called DICER. DICER is a member of the RNase III family of double-stranded 
RNA-specific endonucleases. The siRNAs assemble with cellular proteins into an 
endonuclease complex. In vitro studies in Drosophila suggest that the siRNAs/protein 
complex (siRNP) is then transferred to a second enzyme complex, called an RNA-induced 
30 silencing complex (RISC), which contains an endoribonuclease that is distinct from DICER. 
RISC uses the sequence encoded by the antisense siRNA strand to find and destroy mRNAs 
of complementary sequence. The siRNA thus acts as a guide, restricting the ribonuclease to 
cleave only mRNAs complementary to one of the two siRNA strands. 
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A NOVX mRNA region to be targeted by siRNA is generally selected from a 
desired NOVX sequence beginning 50 tolOO nt downstream of the start codon. 
Alternatively, 5' or 3' UTRs and regions nearby the start codon can be used but are generally 
avoided, as these may be richer in regulatory protein binding sites. UTR-binding proteins 
and/or translation initiation complexes may interfere with binding of the siRNP or RISC 
endonuclease complex. An initial BLAST homology search for the selected siRNA 
sequence is done against an available nucleotide sequence library to ensure that only one 
gene is targeted. Specificity of target recognition by siRNA duplexes indicate that a single 
point mutation located in the paired region of an siRNA duplex is sufficient to abolish target 
mRNA degradation. See, Elbashir et al 2001 EMBO J. 20(23):6S77-8S. Hence, 
consideration should be taken to accommodate SNPs, polymorphisms, allelic variants or 
species-specific variations when targeting a desired gene. 

In one embodiment, a complete NOVX siRNA experiment includes the proper 
negative control. A negative control siRNA generally has the same nucleotide composition 
as the NOVX siRNA but lack significant sequence homology to the genome. Typically, 
one would scramble the nucleotide sequence of the NOVX siRNA and do a homology 
search to make sure it lacks homology to any other gene. 

Two independent NOVX siRNA duplexes can be used to knock-down a target 
NOVX gene. This helps to control for specificity of the silencing effect. In addition, 
expression of two independent genes can be simultaneously knocked down by using equal 
concentrations of different NOVX siRNA duplexes, e.g., a NOVX siRNA and an siRNA for 
a regulator of a NOVX gene or polypeptide. Availability of siRNA-associating proteins is 
believed to be more limiting than target mRNA accessibility. 

A targeted NOVX region is typically a sequence of two adenines (AA) and two 
thymidines (TT) divided by a spacer region of nineteen (N19) residues (e.g., AA(N19)TT). 
A desirable spacer region has a G/C-content of approximately 30% to 70%, and more 
preferably of about 50%. If the sequence AA(N1 9)TT is not present in the target sequence, 
an alternative target region would be AA(N21). The sequence of the NOVX sense siRNA 
corresponds to (N 1 9)TT or N2 1 , respectively. In the latter case, conversion of the 3' end of 
the sense siRNA to TT can be performed if such a sequence does not naturally occur in the 
NOVX polynucleotide. The rationale for this sequence conversion is to generate a 
symmetric duplex with respect to the sequence composition of the sense and antisense 3' 
overhangs. Symmetric 3* overhangs may help to ensure that the siRNPs are formed with 
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approximately equal ratios of sense and antisense target RNA-cleaving siRNPs. See, e.g., 
Elbashir, Lendeckel and Tuschl (2001). Genes & Dev. 15: 188-200, incorporated by 
reference herein in its entirely. The modification of the overhang of the sense sequence of 
the siRNA duplex is not expected to affect targeted mRNA recognition, as the antisense 
5 siRNA strand guides target recognition. 

Alternatively, if the NOVX target mRNA does not contain a suitable AA(N2I) 
sequence, one may search for the sequence NA(N21). Further, the sequence of the sense 
strand and antisense strand may still be synthesized as 5' (N19)TT, as it is believed that the 
sequence of the 3 '-most nucleotide of the antisense siRNA does not contribute to specificity. 
10 Unlike antisense or ribozyme technology, the secondary structure of the target mRNA does 
not appear to have a strong effect on silencing. See, Harborth, et al (2001) J. Cell Science 

1 14: 4557-4565. incorporated by reference in its entirety. 

Transfection of NOVX siRNA duplexes can be achieved using standard nucleic acid 
transfection methods, for example, OLIGOFECTAMINE Reagent (commercially available 
15 from Invitrogen). An assay for NOVX gene silencing is generally performed approximately 

2 days after transfection. No NOVX gene silencing has been observed in the absence of 
transfection reagent, allowing for a comparative analysis of the wild-type and silenced 
NOVX phenotypes. In a specific embodiment, for one well of a 24-well plate, 
approximately 0.84 ug of the siRNA duplex is generally sufficient. Cells are typically 

20 seeded the previous day, and are transfected at about 50% confluence. The choice of cell 
culture media and conditions are routine to those of skill in the art, and will vary with the 
choice of cell type. The efficiency of transfection may depend on the cell type, but also on 
the passage number and the confluency of the cells. The time and the manner of formation 
of siRNA-liposome complexes (e.g. inversion versus vortexing) are also critical. Low 

25 transfection efficiencies are the most frequent cause of unsuccessful NOVX silencing. The 
efficiency of transfection needs to be carefully examined for each new cell line to be used. 
Preferred cell are derived from a mammal, more preferably from a rodent such as a rat or 
mouse, and most preferably from a human. Where used for therapeutic treatment, the cells 
are preferentially autologous, although non-autologous cell sources are also contemplated as 

30 within the scope of the present invention. 

For a control experiment, transfection of 0.84 ug single-stranded sense NOVX 
siRNA will have no effect on NOVX silencing, and 0.84 ug antisense siRNA has a weak 
silencing effect when compared to 0.84 ug of duplex siRNAs. Control experiments again 
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allow for a comparative analysis of the wild-type and silenced NOVX phenotypes. To 
control for transfection efficiency, targeting of common proteins is typically performed, for 
example targeting of lamin A/C or transfection of a CMV-driven EGFP-expression plasmid 
(e.g. commercially available from Clontech). In the above example, a determination of the 
5 fraction of lamin A/C knockdown in cells is determined the next day by such techniques as 
immunofluorescence, Western blot, Northern blot or other similar assays for protein 
expression or gene expression. Lamin A/C monoclonal antibodies may be obtained from 
Santa Cruz Biotechnology. 

Depending on the abundance and the half life (or turnover) of the targeted NOVX 

10 polynucleotide in a cell, a knock-down phenotype may become apparent after 1 to 3 days, or 
even later. In cases where no NOVX knock-down phenotype is observed, depletion of the 
NOVX polynucleotide may be observed by immunofluorescence or Western blotting. If the 
NOVX polynucleotide is still abundant after 3 days, cells need to be split and transferred to 
a fresh 24-well plate for re-transfection. If no knock-down of the targeted protein is 

1 5 observed, it may be desirable to analyze whether the target mRNA (NOVX or a NOVX 
upstream or downstream gene) was effectively destroyed by the transfected siRNA duplex. 
Two days after transfection, total RNA is prepared, reverse transcribed using a target- 
specific primer, and PCR-amplified with a primer pair covering at least one exon-exon 
junction in order to control for amplification of pre-mRNAs. RT/PCR of a non-targeted 

20 mRNA is also needed as control. Effective depletion of the mRNA yet undetectable 

reduction of target protein may indicate that a large reservoir of stable NOVX protein may 
exist in the cell. Multiple transfection in sufficiently long intervals may be necessary until 
the target protein is finally depleted to a point where a phenotype may become apparent. If 
multiple transfection steps are required, cells are split 2 to 3 days after transfection. The 

25 cells may be transfected immediately after splitting. 

An inventive therapeutic method of the invention contemplates administering a 
NOVX siRNA construct as therapy to compensate for increased or aberrant NOVX 
expression or activity. The NOVX ribopolynucleotide is obtained and processed into 
siRNA fragments, or a NOVX siRNA is synthesized, as described above. The NOVX 

30 siRNA is administered to cells or tissues using known nucleic acid transfection techniques, 
as described above. A NOVX siRNA specific for a NOVX gene will decrease or 
knockdown NOVX transcription products, which will lead to reduced NOVX polypeptide 
production, resulting in reduced NOVX polypeptide activity in the cells or tissues. 
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The present invention also encompasses a method of treating a disease or condition 
associated with the presence of a NOVX protein in an individual comprising administering 
to the individual an RNAi construct that targets the mRNA of the protein (the mRNA that 
encodes the protein) for degradation. A specific RNAi construct includes a siRNA or a 
5 double stranded gene transcript that is processed into siRNAs. Upon treatment, the target 
protein is not produced or is not produced to the extent it would be in the absence of the 
treatment. 

Where the NOVX gene function is not correlated with a known phenotype, a control 
sample of cells or tissues from healthy individuals provides a reference standard for 

10 determining NOVX expression levels. Expression levels are detected using the assays 
described, e.g., RT-PCR, Northern blotting, Western blotting, ELISA, and the like. A 
subject sample of cells or tissues is taken from a mammal, preferably a human subject, 
suffering from a disease state. The NOVX ribopolynucleotide is used to produce siRNA 
constructs, that are specific for the NOVX gene product. These cells or tissues are treated 

15 by administering NOVX siRNA % s to the cells or tissues by methods described for the 
transfection of nucleic acids into a cell or tissue, and a change in NOVX polypeptide or 
polynucleotide expression is observed in the subject sample relative to the control sample, 
using the assays described. This NOVX gene knockdown approach provides a rapid 
method for determination of a NOVX minus (NOVX") phenotype in the treated subject 

20 sample. The NOVX" phenotype observed in the treated subject sample thus serves as a 
marker for monitoring the course of a disease state during treatment. 

In specific embodiments, a NOVX siRNA is used in therapy. Methods for the 
generation and use of a NOVX siRNA are known to those skilled in the art. Example 
techniques are provided below. 

25 Production of RNAs 

Sense RNA (ssRNA) and antisense RNA (asRNA) of NOVX are produced using 
known methods such as transcription in RNA expression vectors. In the initial experiments, 
the sense and antisense RNA are about 500 bases in length each. The produced ssRNA and 
asRNA (0.5 |iM) in 10 mM Tris-HCI (pH 7.5) with 20 mM NaCI were heated to 95° C for I 
30 min then cooled and annealed at room temperature for 12 to 16 h. The RNAs are 

precipitated and resuspended in lysis buffer (below). To monitor annealing, RNAs are 
electrophoresed in a 2% agarose gel in TBE buffer and stained with ethidium bromide. See, 
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e.g., Sambrook et aL, Molecular Cloning. Cold Spring Harbor Laboratory Press, Plainview, 
N.Y.(1989). 

Lysate Preparation 

Untreated rabbit reticulocyte lysate (Ambion) are assembled according to the 
5 manufacturer's directions. dsRNA is incubated in the lysate at 30° C for 10 min prior to the 
addition of mRNAs. Then NOVX mRNAs are added and the incubation continued for an 
additional 60 min. The molar ratio of double stranded RNA and mRNA is about 200:1. 
The NOVX mRNA is radiolabeled (using known techniques) and its stability is monitored 
by gel electrophoresis. 

10 In a parallel experiment made with the same conditions, the double stranded RNA is 

internally radiolabeled with a 32 P-ATP. Reactions are stopped by the addition of 2 X 
proteinase K buffer and deproteinized as described previously (Tuschl et aL, Genes Dev., 
13:3191-3197 (1999)). Products are analyzed by electrophoresis in 15% or 18% 
polyacrylamide sequencing gels using appropriate RNA standards. By monitoring the gels 

15 for radioactivity, the natural production of 1 0 to 25 nt RNAs from the double stranded RNA 
can be determined. 

The band of double stranded RNA, about 21-23 bps, is eluded. The efficacy of these 
21-23 mers for suppressing NOVX transcription is assayed in vitro using the same rabbit 
reticulocyte assay described above using 50 nanomolar of double stranded 21-23 mer for 
20 each assay. The sequence of these 2 1 -23 mers is then determined using standard nucleic 
acid sequencing techniques. 

RNA Preparation 

21 nt RNAs, based on the sequence determined above, are chemically synthesized 
using Expedite RNA phosphoramidites and thymidine phosphoramidite (Proligo, Germany). 
25 Synthetic oligonucleotides are deprotected and gel-purified (Elbashir, Lendeckel, & Tuschl, 
Genes & Dev. 15, 188-200 (2001)), followed by Sep-Pak C18 cartridge (Waters, Milford, 
Mass., USA) purification (Tuschl, et aL, Biochemistry, 32: 1 1658-1 166S (1993)). 

These RNAs (20 jLiM) single strands are incubated in annealing buffer (100 mM 
potassium acetate, 30 mM HEPES-KOH at pH 7.4, 2 mM magnesium acetate) for 1 min at 
30 90° C followed by 1 h at 37° C. 
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Cell Culture 

A eel! culture known in the art to regularly express NOVX is propagated using 
standard conditions. 24 hours before transfection, at approx. 80% confluence the cells are 
trypsinized and diluted 1:5 with fresh medium without antibiotics (1-3 X 105 cells/ml) and 
transferred to 24-well plates (500 ml/well). Transfection is performed using a commercially 
available lipofection kit and NOVX expression is monitored using standard techniques with 
positive and negative control. A positive control is cells that naturally express NOVX while 
a negative control is cells that do not express NOVX. Base-paired 21 and 22 nt siRNAs 
with overhanging 3' ends mediate efficient sequence-specific mRNA degradation in lysates 
and in cell culture. Different concentrations of siRNAs are used. An efficient concentration 
for suppression in vitro in mammalian culture is between 25 nM to 100 nM final 
concentration. This indicates that siRNAs are effective at concentrations that are several 
orders of magnitude below the concentrations applied in conventional antisense or ribozyme 
gene targeting experiments. 

The above method provides a way both for the deduction of NOVX siRNA sequence 
and the use of such siRNA for in vitro suppression. In vivo suppression may be performed 
using the same siRNA using well known in vivo transfection or gene therapy transfection 
techniques. 

Antisense Nucleic Acids 

Another aspect of the invention pertains to isolated antisense nucleic acid molecules 
that are hybridizable to or complementary to the nucleic acid molecule comprising the 
nucleotide sequence of SEQ ID NO:2;?-l, wherein n is an integer between 1 and 127, or 
fragments, analogs or derivatives thereof An "antisense" nucleic acid comprises a 
nucleotide sequence that is complementary to a "sense" nucleic acid encoding a protein 
(e.g., complementary to the coding strand of a double-stranded cDNA molecule or 
complementary to an mRNA sequence). In specific aspects, antisense nucleic acid 
molecules are provided that comprise a sequence complementary to at least about 10 ? 25, 
50, 100, 250 or 500 nucleotides or an entire NOVX coding strand, or to only a portion 
thereof. Nucleic acid molecules encoding fragments, homologs, derivatives and analogs of 
a NOVX protein of SEQ ID NO:2n, wherein n is an integer between 1 and 127, or antisense 
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nucleic acids complementary to a NOVX nucleic acid sequence of SEQ ID NO:2??-l, 
wherein n is an integer between 1 and 127, are additionally provided. 

In one embodiment, an antisense nucleic acid molecule is antisense to a "coding 
region" of the coding strand of a nucleotide sequence encoding a NOVX protein. The term 
5 "coding region" refers to the region of the nucleotide sequence comprising codons which 
are translated into amino acid residues. In another embodiment, the antisense nucleic acid 
molecule is antisense to a "noncoding region" of the coding strand of a nucleotide sequence 
encoding the NOVX protein. The term "noncoding region" refers to 5' and 3' sequences 
which flank the coding region that are not translated into amino acids (i.e., also referred to 
10 as 5' and 3' untranslated regions). 

Given the coding strand sequences encoding the NOVX protein disclosed herein, 
antisense nucleic acids of the invention can be designed according to the rules of Watson 
and Crick or Hoogsteen base pairing. The antisense nucleic acid molecule can be 
complementary to the entire coding region of NOVX mRNA, but more preferably is an 

1 5 oligonucleotide that is antisense to only a portion of the coding or noncoding region of 
NOVX mRNA. For example, the antisense oligonucleotide can be complementary to the 
region surrounding the translation start site of NOVX mRNA. An antisense oligonucleotide 
can be, for example, about 5, 10, 15, 20, 25, 30, 35, 40, 45 or 50 nucleotides in length. An 
antisense nucleic acid of the invention can be constructed using chemical synthesis or 

20 enzymatic ligation reactions using procedures known in the art. For example, an antisense 
nucleic acid (e.g., an antisense oligonucleotide) can be chemically synthesized using 
naturally-occurring nucleotides or variously modified nucleotides designed to increase the 
biological stability of the molecules or to increase the physical stability of the duplex 
formed between the antisense and sense nucleic acids (e.g., phosphorothioate derivatives 

25 and acridine substituted nucleotides can be used). 

Examples of modified nucleotides that can be used to generate the antisense nucleic 
acid include: 5-fluorouracil, 5-bromouracil, 5-chiorouracil, 5-iodouracil, hypoxanthine, 
xanthine, 4-acetylcytosine, 5-carboxymethylaminomethyl-2-thiouridine, 
5-(carboxyhydroxylmethyl) uracil, 5-carboxymethylaminomethyluracil, dihydrouracil, 
30 beta-D-galactosylqueosine, inosine, N6-isopentenyJadenine, 1-methylguanine, 
1-methyiinosine, 2,2-dimethylguanine, 2-methyladenine, 2-methylguanine, 
5-methoxyuracil, 3-methylcytosine, 5-methylcytosine, N6-adenine, 7-methylguanine, 


39 


WO 2003/023008 


PCT/US2002/028596 


5-methylaminomethyluracil, S-methoxyaminomethyl-2-thiouracil, 2-thiouracil, 4-thiouracil, 
beta-D-mannosylqueosine, 5'-methoxycarboxymethyluraci), 

2- methylthio-N6-isopentenyIadenine, uraciI-5-oxyacetic acid (v), vvybutoxosine, 
pseudouracil, queosine, 2-thiocytosine, 5-methyl-2-thiouraciI, 5-methyluracil, 

5 uracii-5-oxyacetic acid methylester, uracil-5-oxyacetic acid (v), S-methyl-2-thiouracil, 

3- (3-amino-3-N-2-carboxypropyI) uracil, (acp3)w, and 2,6-diaminopurine. Alternatively, 
the antisense nucleic acid can be produced biologically using an expression vector into 
which a nucleic acid has been subcloned in an antisense orientation (i.e., RNA transcribed 
from the inserted nucleic acid will be of an antisense orientation to a target nucleic acid of 

10 interest, described further in the following subsection). 

The antisense nucleic acid molecules of the invention are typically administered to a 
subject or generated in situ such that they hybridize with or bind to cellular mRNA and/or 
genomic DNA encoding a NOVX protein to thereby inhibit expression of the protein (e.g., 
by inhibiting transcription and/or translation). The hybridization can be by conventional 

1 5 nucleotide complementarity to form a stable duplex, or, for example, in the case of an 

antisense nucleic acid molecule that binds to DNA duplexes, through specific interactions in 
the major groove of the double helix. An example of a route of administration of antisense 
nucleic acid molecules of the invention includes direct injection at a tissue site. 
Alternatively, antisense nucleic acfd molecules can be modified to target selected cells and 

20 then administered systemically. For example, for systemic administration, antisense 
molecules can be modified such that they specifically bind to receptors or antigens 
expressed on a selected cell surface (e.g., by linking the antisense nucleic acid molecules to 
peptides or antibodies that bind to cell surface receptors or antigens). The antisense nucleic 
acid molecules can also be delivered to cells using the vectors described herein. To achieve 

25 sufficient nucleic acid molecules, vector constructs in which the antisense nucleic acid 
molecule is placed under the control of a strong pol II or pol III promoter are preferred. 

In yet another embodiment, the antisense nucleic acid molecule of the invention is 
an a-anomeric nucleic acid molecule. An a-anomeric nucleic acid molecule forms specific 
double-stranded hybrids with complementary RNA in which, contrary to. the usual p-units, 
30 the strands run parallel to each other. See, e.g., Gaultier, et aL, 1 987. NitcL Acids Res. 15: 
6625-6641 . The antisense nucleic acid molecule can also comprise a 
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2'-o-methylribonucleotide (See, e.g., Inoue, et al. 1987. Nucl Acids Res. 15: 613 1-6148) or 
a chimeric RNA-DNA analogue (See, e.g., Inoue, et al, 1987. FEES Lett. 215: 327-330. 

Ribozymes and PNA Moieties 

Nucleic acid modifications include, by way of non-limiting example, modified 
5 bases, and nucleic acids whose sugar phosphate backbones are modified or derivatized. 
These modifications are carried out at least in part to enhance the chemical stability of the 
modified nucleic acid, such that they may be used, for example, as antisense binding nucleic 
acids in therapeutic applications in a subject. 

In one embodiment, an antisense nucleic acid of the invention is a ribozyme. 

10 Ribozymes are catalytic RNA molecules with ribonuclease activity that are capable of 
cleaving a single-stranded nucleic acid, such as an mRNA, to which they have a 
complementary region. Thus, ribozymes (e.g., hammerhead ribozymes as described in 
Haselhoff and Gerlach 1988. Nature 334: 585-591) can be used to catalytically cleave 
NOVX mRNA transcripts to thereby inhibit translation of NOVX mRNA. A ribozyme 

15 having specificity for a NOVX-encoding nucleic acid can be designed based upon the 

nucleotide sequence of a NOVX cDNA disclosed herein (i.e., SEQ ID NO:2/?-l, wherein n 
is an integer between 1 and 127). For example, a derivative of a Tetrahymena L-19 IVS 
RNA can be constructed in which the nucleotide sequence of the active site is 
complementary to the nucleotide sequence to be cleaved in a NOVX-encoding mRNA. See, 

20 e.g., U.S. Patent 4,987,071 to Cech, et al and U.S. Patent 5,1 16,742 to Cech, et al. NOVX 
mRNA can also be used to select a catalytic RNA having a specific ribonuclease activity 
from a pool of RNA molecules. See, e.g., Bartel et al., (1993) Science 261:141 1-1418. 

Alternatively, NOVX gene expression can be inhibited by targeting nucleotide 
sequences complementary to the regulatory region of the NOVX nucleic acid (e.g., the 
25 NOVX promoter and/or enhancers) to form triple helical structures that prevent 

transcription of the NOVX gene in target cells. See, e.g., Helene, 1991. Anticancer Drug 
Des. 6: 569-84; Helene, et al 1992. Ann. N.Y. Acad. Sci. 660: 27-36; Maher, 1992. 
Bioassays 14: 807-15. 

In various embodiments, the NOVX nucleic acids can be modified at the base 
30 moiety, sugar moiety or phosphate backbone to improve, e.g., the stability, hybridization, or 
solubility of the molecule. For example, the deoxyribose phosphate backbone of the nucleic 
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acids can be modified to generate peptide nucleic acids. See, e.g., Hyrup, et al, 1996. 
Bioorg Med Chem 4: 5-23. As used herein, the terms "peptide nucleic acids" or "PNAs" 
refer to nucleic acid mimics (e.g., DNA mimics) in which the deoxyribose phosphate 
backbone is replaced by a pseudopeptide backbone and only the four natural nucleotide 
5 bases are retained. The neutral backbone of PNAs has been shown to allow for specific 
hybridization to DNA and RNA under conditions of low ionic strength. The synthesis of 
PNA oligomer can be performed using standard solid phase peptide synthesis protocols as 
described in Hyrup, et al, 1996, supra; Perry-O'Keefe, et al, 1996, Proc. Not!. Acad. Sci. 
USA 93: 14670-14675. 

10 PNAs of NOVX can be used in therapeutic and diagnostic applications. For 

example, PNAs can be used as antisense or antigene agents for sequence-specific 
modulation of gene expression by, e.g., inducing transcription or translation arrest or 
inhibiting replication. PNAs of NOVX can also be used, for example, in the analysis of 
single base pair mutations in a gene (e.g., PNA directed PCR clamping; as artificial 

15 restriction enzymes when used in combination with other enzymes, e.g., S\ nucleases (See, 
Hyrup, et al, \996,supra); or as probes or primers for DNA sequence and hybridization 
(See, Hyrup, et al, 1996, supra; Perry-O'Keefe, et al, 1996, supra). 

In another embodiment, PNAs of NOVX can be modified, e.g., to enhance their 
stability or cellular uptake, by attaching lipophilic or other helper groups to PNA, by the 

20 formation of PNA-DNA chimeras, or by the use of liposomes or other techniques of drug 
delivery known in the art. For example, PNA-DNA chimeras of NOVX can be generated 
that may combine the advantageous properties of PNA and DNA. Such chimeras allow 
DNA recognition enzymes (e.g., RNase H and DNA polymerases) to interact with the DNA 
portion while the PNA portion would provide high binding affinity and specificity. 

25 PNA-DNA chimeras can be linked using linkers of appropriate lengths selected in terms of 
base stacking, number of bonds between the nucleotide bases, and orientation (see, Hyrup, 
et al, 1996, supra). The synthesis of PNA-DNA chimeras can be performed as described in 
Hyrup, et al, 1 996, supra and Finn, et al, 1 996, Nucl Acids Res 24: 3357-3363. For 
example, a DNA chain can be synthesized on a solid support using standard 

30 phosphoramidite coupling chemistry, and modified nucleoside analogs, e.g., 

5'-(4-methoxytrityl)amino-5 , -deoxy-thymidine phosphoramidite, can be used between the 
PNA and the 5' end of DNA. See, e.g., Mag, et al, 1989. NucI Acid Res 17: 5973-5988. 
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PNA monomers are then coupled in a stepwise manner to produce a chimeric molecule with 
a 5' PNA segment and a 3' DNA segment. See. e.g., Finn, et al, 1996, supra. Alternatively, 
chimeric molecules can be synthesized with a 5' DNA segment and a 3' PNA segment. See, 
e.g., Petersen, et al., 1975. Bioorg. Med. Chem. Lett. 5:1119-11 124. 

5 In other embodiments, the oligonucleotide may include other appended groups such 

as peptides (e.g., for targeting host cell receptors in vivo), or agents facilitating transport 
across the cell membrane (see, e.g., Letsinger, etal, 1989. Proc. Natl Acad. Sci. U.S.A. 86: 
6553-6556; Lemaitre, et al, 1987. Proc. Natl Acad. Sci. 84: 648-652; PCT Publication No. 
WO88/09810) or the blood-brain barrier (see, e.g., PCT Publication No. WO 89/10134). In 
10 addition, oligonucleotides can be modified with hybridization triggered cleavage agents 
(see, e.g., Kroh et al, 1988. BioTechmqties 6:958-976) or intercalating agents (see, e.g., 
Zon, 1988. Pharm. Res. 5: 539-549). To this end, the oligonucleotide may be conjugated to 
another molecule, e.g., a peptide, a hybridization triggered cross-linking agent, a transport 
agent, a hybridization-triggered cleavage agent, and the like. 

15 NO VX Polypeptides 

A polypeptide according to the invention includes a polypeptide including the amino 
acid sequence of NOVX polypeptides whose sequences are provided in any one of SEQ ID 
NO:2/7, wherein n is an integer between 1 and 127. The invention also includes a mutant or 
variant protein any of whose residues may be changed from the corresponding residues 
20 shown in any one of SEQ ID NO:2/z, wherein n is an integer between 1 and 127, while still 
encoding a protein that maintains its NOVX activities and physiological functions, or a 
functional fragment thereof. 

In general, a NOVX variant that preserves NOVX-like function includes any variant 
in which residues at a particular position in the sequence have been substituted by other 
25 amino acids, and further include the possibility of inserting an additional residue or residues 
between two residues of the parent protein as well as the possibility of deleting one or more 
residues from the parent sequence. Any amino acid substitution, insertion, or deletion is 
encompassed by the invention. In favorable circumstances, the substitution is a 
conservative substitution as defined above. 

30 One aspect of the invention pertains to isolated NOVX proteins, and 

biologically-active portions thereof, or derivatives, fragments, analogs or homologs thereof. 
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Also provided are polypeptide fragments suitable for use as immunogens to raise 
anti-NOVX antibodies. In one embodiment, native NOVX proteins can be isolated from 
cells or tissue sources by an appropriate purification scheme using standard protein 
purification techniques. In another embodiment, NOVX proteins are produced by 
5 recombinant DNA techniques. Alternative to recombinant expression, a NOVX protein or 
polypeptide can be synthesized chemically using standard peptide synthesis techniques. 

An "isolated" or "purified" polypeptide or protein or biologically-active portion 
thereof is substantially free of cellular material or other contaminating proteins from the cell 
or tissue source from which the NOVX protein is derived, or substantially free from 

1 0 chemical precursors or other chemicals when chemically synthesized. The language 

"substantially free of cellular material" includes preparations of NOVX proteins in which 
the protein is separated from cellular components of the cells from which it is isolated or 
recombinantly-produced. In one embodiment, the language "substantially free of cellular 
material" includes preparations of NOVX proteins having less than about 30% (by dry 

15 weight) of non-NOVX proteins (also referred to herein as a "contaminating protein"), more 
preferably less than about 20% of non-NOVX proteins, still more preferably less than about 
10% of non-NOVX proteins, and most preferably less than about 5% of non-NOVX 
proteins. When the NOVX protein or biologically-active portion thereof is 
recombinantly-produced, it is also preferably substantially free of culture medium, i.e., 

20 culture medium represents less than about 20%, more preferably less than about 10%, and 
most preferably less than about 5% of the volume of the NOVX protein preparation. 

The language "substantially free of chemical precursors or other chemicals" includes 
preparations of NOVX proteins in which the protein is separated from chemical precursors 
or other chemicals that are involved in the synthesis of the protein. In one embodiment, the 

25 language "substantially free of chemical precursors or other chemicals" includes 

preparations of NOVX proteins having less than about 30% (by dry weight) of chemical 
precursors or non-NOVX chemicals, more preferably less than about 20% chemical 
precursors or non-NOVX chemicals, still more preferably less than about 10% chemical 
precursors or non-NOVX chemicals, and most preferably less than about 5% chemical 

30 precursors or non-NOVX chemicals. 

Biologically-active portions of NOVX proteins include peptides comprising amino 
acid sequences sufficiently homologous to or derived from the amino acid sequences of the 


WO 2003/023008 


PCT/US2002/028596 


NOVX proteins (e.g., the amino acid sequence of SEQ ID NO:2??, wherein n is an integer 
between I and 127) that include fewer amino acids than the full-length NOVX proteins, and 
exhibit at least one activity of a NOVX protein. Typically, biologically-active portions 
comprise a domain or motif with at least one activity of the NOVX protein. A 
5 biologically-active portion of a NOVX protein can be a polypeptide which is, for example, 
10, 25, 50. 100 or more amino acid residues in length. 

Moreover, other biologically-active portions, in which other regions of the protein 
are deleted, can be prepared by recombinant techniques and evaluated for one or more of 
the functional activities of a native NOVX protein. 

1 0 In an embodiment, the NOVX protein has an amino acid sequence of SEQ ID 

NO:2>7, wherein n is an integer between 1 and 127. In other embodiments, the NOVX 
protein is substantially homologous to SEQ ID NO:2?7, wherein n is an integer between 1 
and 127, and retains the functional activity of the protein of SEQ ID NO:2;?, wherein n is an 
integer between 1 and 127, yet differs in amino acid sequence due to natural allelic variation 

15 or mutagenesis, as described in detail, below. Accordingly, in another embodiment, the 
NOVX protein is a protein that comprises an amino acid sequence at least about 45% 
homologous to the amino acid sequence of SEQ ID NO:2>?, wherein n is an integer between 
1 and 127, and retains the functional activity of the NOVX proteins of SEQ ID NO:2;?, 
wherein ;? is an integer between 1 and 127. 

20 Determining Homology Between Two or More Sequences 

To determine the percent homology of two amino acid sequences or of two nucleic 
acids, the sequences are aligned for optimal comparison purposes (e.g., gaps can be 
introduced in the sequence of a first amino acid or nucleic acid sequence for optimal 
alignment with a second amino or nucleic acid sequence). The amino acid residues or 
25 nucleotides at corresponding amino acid positions or nucleotide positions are then 
compared. When a position in the first sequence is occupied by the same amino acid 
residue or nucleotide as the corresponding position in the second sequence, then the 
molecules are homologous at that position (i.e., as used herein amino acid or nucleic acid 
"homology" is equivalent to amino acid or nucleic acid "identity"). 

30 The nucleic acid sequence homology may be determined as the degree of identity 

between two sequences. The homology may be determined using computer programs 
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known in the art, such as GAP software provided in the GCG program package. See, 
Needleman and Wunsch, 1970. J Mo! Biol 48: 443-453. Using GCG GAP software with 
the following settings for nucleic acid sequence comparison: GAP creation penalty of 5.0 
and GAP extension penalty of 0.3, the coding region of the analogous nucleic acid 
5 sequences referred to above exhibits a degree of identity preferably of at least 70%, 75%, 
80%, 85%, 90%, 95%, 98%, or 99%, with the CDS (encoding) part of the DNA sequence of 
SEQ ID NO:2/?-l, wherein // is an integer between 1 and 127. 

The term "sequence identity" refers to the degree to which two polynucleotide or 
polypeptide sequences are identical on a residue-by-residue basis over a particular region of 

10 comparison. The term "percentage of sequence identity 5 * is calculated by comparing two 
optimally aligned sequences over that region of comparison, determining the number of 
positions at which the identical nucleic acid base (e.g., A, T, C, G 5 U, or I. in the case of 
nucleic acids) occurs in both sequences to yield the number of matched positions, dividing 
the number of matched positions by the total number of positions in the region of 

15 comparison (i.e., the window size), and multiplying the result by 100 to yield the percentage 
of sequence identity. The term "substantial identity" as used herein denotes a characteristic 
of a polynucleotide sequence, wherein the polynucleotide comprises a sequence that has at 
least 80 percent sequence identity, preferably at least 85 percent identity and often 90 to 95 
percent sequence identity, more usually at least 99 percent sequence identity as compared to 

20 a reference sequence over a comparison region. 

Chimeric and Fusion Proteins 

The invention also provides NOVX chimeric or fusion proteins. As used herein, a 
NOVX "chimeric protein" or "fusion protein" comprises a NOVX polypeptide 
operatively-linked to a non-NOVX polypeptide. An "NOVX polypeptide" refers to a 

25 polypeptide having an amino acid sequence corresponding to a NOVX protein of SEQ ID 
NO:2/7, wherein /? is an integer between 1 and 127, whereas a "non-NOVX polypeptide" 
refers to a polypeptide having an amino acid sequence corresponding to a protein that is not 
substantially homologous to the NOVX protein, e.g., a protein that is different from the 
NOVX protein and that is derived from the same or a different organism. Within a NOVX 

30 fusion protein the NOVX polypeptide can correspond to all or a portion of a NOVX protein. 
In one embodiment, a NOVX fusion protein comprises at least one biologically-active 
portion of a NOVX protein. In another embodiment, a NOVX fusion protein comprises at 
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least two biologically-active portions of a NOVX protein. In yet another embodiment, a 
NOVX fusion protein comprises at least three biologically-active portions of a NOVX 
protein. Within the fusion protein, the term "operatively-Iinked" is intended to indicate that 
the NOVX polypeptide and the non-NOVX polypeptide are fused in-frame with one 
5 another. The non-NOVX polypeptide can be fused to the N-termtnus or C-terminus of the 
NOVX polypeptide. 

In one embodiment, the fusion protein is a GST-NO VX fusion protein in which the 
NOVX sequences are fused to the C-terminus of the GST (glutathione S-transferase) 
sequences. Such fusion proteins can facilitate the purification of recombinant NOVX 
10 polypeptides. t 

In another embodiment, the fusion protein is a NOVX protein containing a 
heterologous signal sequence at its N-terminus. In certain host cells (e.g., mammalian host 
cells), expression and/or secretion of NOVX can be increased through use of a heterologous 
signal sequence. 

15 In yet another embodiment, the fusion protein is a NOVX-immunoglobuIin fusion 

protein in which the NOVX sequences are fused to sequences derived from a member of the 
immunoglobulin protein family. The NOVX-immunoglobuIin fusion proteins of the 
invention can be incorporated into pharmaceutical compositions and administered to a 
subject to inhibit an interaction between a NOVX ligand and a NOVX protein on the 

20 surface of a cell, to thereby suppress NOVX-mediated signal transduction hi vivo. The 

NOVX-immunoglobulin fusion proteins can be used to affect the bioavailability of a NOVX 
cognate ligand. Inhibition of the NOVX ligand/NOVX interaction may be useful 
therapeutically for both the treatment of proliferative and differentiate disorders, as well 
as modulating (e.g. promoting or inhibiting) cell survival. Moreover, the 

25 NOVX-immunoglobulin fusion proteins of the invention can be used as immunogens to 
produce anti-NOVX antibodies in a subject, to purify NOVX ligands, and in screening 
assays to identify molecules that inhibit the interaction of NOVX with a NOVX ligand. 

A NOVX chimeric or fusion protein of the invention can be produced by standard 
recombinant DNA techniques. For example, DNA fragments coding for the different 
30 polypeptide sequences are ligated together in-frame in accordance with conventional 

techniques, e.g., by employing blunt-ended or stagger-ended termini for ligation, restriction 
enzyme digestion to provide for appropriate termini, filling-in of cohesive ends as 
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appropriate, alkaline phosphatase treatment to avoid undesirable joining, and enzymatic 
ligation. In another embodiment, the fusion gene can be synthesized by conventional 
techniques including automated DNA synthesizers. Alternatively, PCR amplification of 
gene fragments can be carried out using anchor primers that give rise to complementary 
5 overhangs between two consecutive gene fragments that can subsequently be annealed and 
reamplified to generate a chimeric gene sequence {see, e.g., Ausubel, et al (eds.) CURRENT 
Protocols in Molecular Biology, John Wiley & Sons, 1992). Moreover, many 
expression vectors are commercially available that already encode a fusion moiety (e.g., a 
GST polypeptide). A NOVX-encoding nucleic acid can be cloned into such an expression 
10 vector such that the fusion moiety is linked in-frame to the NOVX protein. 

NOVX Agonists and Antagonists 

The invention also pertains to variants of the NOVX proteins that function as either 
NOVX agonists (i.e., mimetics) or as NOVX antagonists. Variants of the NOVX protein 
can be generated by mutagenesis (e.g., discrete point mutation or truncation of the NOVX 

1 5 protein). An agonist of the NOVX protein can retain substantially the same, or a subset of, 
the biological activities of the naturally occurring form, of the NOVX protein. An 
antagonist of the NOVX protein can inhibit one or more of the activities of the naturally 
occurring form of the NOVX protein by, for example, competitively binding to a 
downstream or upstream member of a cellular signaling cascade which includes the NOVX 

20 protein. Thus, specific biological effects can be elicited by treatment with a variant of 

limited function. In one embodiment, treatment of a subject with a variant having a subset 
of the biological activities of the naturally occurring form of the protein has fewer side 
effects in a subject relative to treatment with the naturally occurring form of the NOVX 
proteins. 

25 Variants of the NOVX proteins that function as either NOVX agonists (i.e., 

mimetics) or as NOVX antagonists can be identified by screening combinatorial libraries of 
mutants (e.g., truncation mutants) of the NOVX proteins for NOVX protein agonist or 
antagonist activity. In one embodiment, a variegated library of NOVX variants is generated 
by combinatorial mutagenesis at the nucleic acid level and is encoded by a variegated gene 

30 library. A variegated library of NOVX variants can be produced by, for example, 

enzymatically ligating a mixture of synthetic oligonucleotides into gene sequences such that 
a degenerate set of potential NOVX sequences is expressible as individual polypeptides, or 
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alternatively, as a set of larger fusion proteins (e.g., for phage display) containing the set of 
NOVX sequences therein. There are a variety of methods which can be used to produce 
libraries of potential NOVX variants from a degenerate oligonucleotide sequence. 
Chemical synthesis of a degenerate gene sequence can be performed in an automatic DNA 
5 synthesizer, and the synthetic gene then ligated into an appropriate expression vector. Use 
of a degenerate set of genes allows for the provision, in one mixture, of all of the sequences 
encoding the desired set of potential NOVX sequences. Methods for synthesizing 
degenerate oligonucleotides are well-known within the art. See, e.g., Narang, 1983. 
Tetrahedron 39: 3; Itakura, et al, 1984. Anmt. Rev, Biochem. 53: 323; Itakura, et al., 1984. 
10 Science 198: 1056; Ike, et al. % 1983. Nitcl Acids Res. 1 1 : 477. 

Polypeptide Libraries 

In addition, libraries of fragments of the NOVX protein coding sequences can be 
used to generate a variegated population of NOVX fragments for screening and subsequent 
selection of variants of a NOVX protein. In one embodiment, a library of coding sequence 

1 5 fragments can be generated by treating a double stranded PCR fragment of a NOVX coding 
sequence with a nuclease under conditions wherein nicking occurs only about once per 
molecule, denaturing the double stranded DNA, renaturing the DNA to form 
double-stranded DNA that can include sense/antisense pairs from different nicked products, 
removing single stranded portions from reformed duplexes by treatment with Si nuclease, 

20 and ligating the resulting fragment library into an expression vector. By this method, 
expression libraries can be derived which encodes N-terminal and internal fragments of 
various sizes of the NOVX proteins. 

Various techniques are known in the art for screening gene products of 
combinatorial libraries made by point mutations or truncation, and for screening cDNA 

25 libraries for gene products having a selected property. Such techniques are adaptable for 
rapid screening of the gene libraries generated by the combinatorial mutagenesis of NOVX 
proteins. The most widely used techniques, which are amenable to high throughput 
analysis, for screening large gene libraries typically include cloning the gene library into 
replicable expression vectors, transforming appropriate cells with the resulting library of 

30 vectors, and expressing the combinatorial genes under conditions in which detection of a 
desired activity facilitates isolation of the vector encoding the gene whose product was 
detected. Recursive ensemble mutagenesis (REM), a new technique that enhances the 
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frequency of functional mutants in the libraries, can be used in combination with the 
screening assays to identify NOVX variants. See, e.g., Arkin and Youvan, 1992, Proc. Natl 
Acad. Set USA 89: 781 1-7815; Delgrave, et ah, 1 993. Protein Engineering 6:327-33 1 . 

Anti-NOVX Antibodies 

5 Included in the invention are antibodies to NOVX proteins, or fragments of NOVX 

proteins. The term "antibody" as used herein refers to immunoglobulin molecules and 
immunologically active portions of immunoglobulin (Ig) molecules, i.e., molecules that 
contain an antigen binding site that specifically binds (immunoreacts with) an antigen. 
Such antibodies include, but are not limited to, polyclonal, monoclonal, chimeric, single 

10 chain, F a b, F a ty and F( a b')? fragments, and an F a b expression library. In general, antibody 
molecules obtained from humans relates to any of the classes IgG, IgM, IgA, IgE and IgD, 
which differ from one another by the nature of the heavy chain present in the molecule. 
Certain classes have subclasses as well, such as IgGj, IgGi, and others. Furthermore, in 
humans, the light chain may be a kappa chain or a lambda chain. Reference herein to 

15 antibodies includes a reference to all such classes, subclasses and types of human antibody 
species. 

An isolated protein of the invention intended to serve as an antigen, or a portion or 
fragment thereof, can be used as an immunogen to generate antibodies that 
immunospecifically bind the antigen, using standard techniques for polyclonal and 

20 monoclonal antibody preparation. The full-length protein can be used or, alternatively, the 
invention provides antigenic peptide fragments of the antigen for use as immunogens. An 
antigenic peptide fragment comprises at least 6 amino acid residues of the amino acid 
sequence of the full length protein, such as an amino acid sequence of SEQ ID NO:2/7, 
wherein n is an integer between 1 and 127, and encompasses an epitope thereof such that an 

25 antibody raised against the peptide forms a specific immune complex with the full length 
protein or with any fragment that contains the epitope. Preferably, the antigenic peptide 
comprises at least 10 amino acid residues, or at least 15 amino acid residues, or at least 20 
amino acid residues, or at least 30 amino acid residues. Preferred epitopes encompassed by 
the antigenic peptide are regions of the protein that are located on its surface; commonly 

30 these are hydrophilic regions. 
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In certain embodiments of the invention, at least one epitope encompassed by the 
antigenic peptide is a region of NOVX that is located on the surface of the protein, e.g., a 
hydrophilic region. A hydrophobicity analysis of the human NOVX protein sequence will 
indicate which regions of a NOVX polypeptide are particularly hydrophilic and, therefore, 
5 are likely to encode surface residues useful for targeting antibody production. As a means 
for targeting antibody production, hydropathy plots showing regions of hydrophilicity and 
hydrophobicity may be generated by any method well known in the art, including, for 
example, the Kyte Doolittle or the Hopp Woods methods, either with or without Fourier 
transformation. See, e.g., Hopp and Woods, l9$\ 9 'Proc. Nat. Acad Sci. USA 78: 
10 3824-3828; Kyte and Doolittle 1982, J. Mot. Biol. 157: 105-142, each incorporated herein 
by reference in their entirety. Antibodies that are specific for one or more domains within an 
antigenic protein, or derivatives, fragments, analogs or homologs thereof, are also provided 
herein. 

The term "epitope" includes any protein determinant capable of specific binding to 
15 an immunoglobulin or T-cell receptor. Epitopic determinants usually consist of chemically 
active surface groupings of molecules such as amino acids or sugar side chains and usually 
have specific three dimensional structural characteristics, as well as specific charge 
characteristics. A NOVX polypeptide or a fragment thereof comprises at least one antigenic 
epitope. An anti-NOVX antibody of the present invention is said to specifically bind to 
20 antigen NOVX when the equilibrium binding constant (K D ) is <1 |aM, preferably < 100 nM, 
more preferably < 10 nM, and most preferably < 100 pM to about 1 pM, as measured by 
assays such as radioligand binding assays or similar assays known to those skilled in the art. 

A protein of the invention, or a derivative, fragment, analog, homolog or ortholog 
thereof, may be utilized as an immunogen in the generation of antibodies that 
25 immunospecifically bind these protein components. 

Various procedures known within the art may be used for the production of 
polyclonal or monoclonal antibodies directed against a protein of the invention, or against 
derivatives, fragments, analogs homologs or orthologs thereof (see, for example, 
Antibodies: A Laboratory Manual, Harlow E, and Lane D, 1988, Cold Spring Harbor 
30 Laboratory Press, Cold Spring Harbor, NY. incorporated herein by reference). Some of 
these antibodies are discussed below. 
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Polyclonal Antibodies 

For the production of polyclonal antibodies, various suitable host animals (e.g., 
rabbit, goat, mouse or other mammal) may be immunized by one or more injections with the 
native protein, a synthetic variant thereof, or a derivative of the foregoing. An appropriate 

5 immunogenic preparation can contain, for example, the naturally occurring immunogenic 
protein, a chemically synthesized polypeptide representing the immunogenic protein, or a 
recombinantly expressed immunogenic protein. Furthermore, the protein may be 
conjugated to a second protein known to be immunogenic in the mammal being immunized. 
Examples of such immunogenic proteins include but are not limited to keyhole limpet 

10 hemocyanin, serum albumin, bovine thyroglobulin, and soybean trypsin inhibitor. The 
preparation can further include an adjuvant. Various adjuvants used to increase the 
immunological response include, but are not limited to, Freund's (complete and incomplete), 
mineral gels (e.g., aluminum hydroxide), surface active substances (e.g., lysolecithin, 
pluronic polyols, polyanions, peptides, oil emulsions, dinitrophenol, etc.), adjuvants usable 

1 5 in humans such as Bacille Calmette-Guerin and Corynebacterium parvum, or similar 
immunostimulatory agents. Additional examples of adjuvants which can be employed 
include MPL-TDM adjuvant (monophosphoryl Lipid A, synthetic trehalose 
dicorynomycolate). 

The polyclonal antibody molecules directed against the immunogenic protein can be 
20 isolated from the mammal (e.g., from the blood) and further purified by well known 

techniques, such as affinity chromatography using protein A or protein G, which provide 
primarily the IgG fraction of immune serum. Subsequently, or alternatively, the specific 
antigen which is the target of the immunoglobulin sought, or an epitope thereof, may be 
immobilized on a column to purify the immune specific antibody by immunoaffinity 
25 chromatography. Purification of immunoglobulins is discussed, for example, by D. 

Wilkinson (The Scientist, published by The Scientist, Inc., Philadelphia PA ? Vol. 14, No. 8 
(April 17, 2000), pp. 25-28). 

Monoclonal Antibodies 

The term "monoclonal antibody" (MAb) or "monoclonal antibody composition", as 
30 used herein, refers to a population of antibody molecules that contain only one molecular 
species of antibody molecule consisting of a unique light chain gene product and a unique 
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heavy chain gene product. In particular, the complementarity determining regions (CDRs) 
of the monoclonal antibody are identical in all the molecules of the population. MAbs thus 
contain an antigen binding site capable of immunoreacting with a particular epitope of the 
antigen characterized by a unique binding affinity for it. 

5 Monoclonal antibodies can be prepared using hybridoma methods, such as those 

described by Kohler and Milstein, Nature, 256:495 (1975). In a hybridoma method, a 
mouse, hamster, or other appropriate host animal, is typically immunized with an 
immunizing agent to elicit lymphocytes that produce or are capable of producing antibodies 
that will specifically bind to the immunizing agent. Alternatively, the lymphocytes can be 

10 immunized in vitro. 

The immunizing agent will typically include the protein antigen, a fragment thereof 
or a fusion protein thereof. Generally, either peripheral blood lymphocytes are used if cells 
of human origin are desired, or spleen cells or lymph node cells are used if non-human 
mammalian sources are desired. The lymphocytes are then fused with an immortalized cell 

15 line using a suitable fusing agent, such as polyethylene glycol, to form a hybridoma cell 
(Goding, Monoclonal Antibodies: Principles and Practice, Academic Press. (1986) pp. 
59-103). Immortalized cell lines are usually transformed mammalian cells, particularly 
myeloma cells of rodent, bovine and human origin. Usually, rat or mouse myeloma cell 
lines are employed. The hybridoma cells can be cultured in a suitable culture medium that 

20 preferably contains one or more substances that inhibit the growth or survival of the 
unfused, immortalized cells. For example, if the parental cells lack the enzyme 
hypoxanthine guanine phosphoribosyl transferase (HGPRT or HPRT), the culture medium 
for the hybridomas typically will include hypoxanthine, aminopterin, and thymidine ("HAT 
medium"), which substances prevent the growth of HGPRT-deficient cells. 

25 Preferred immortalized cell lines are those that fuse efficiently, support stable high 

level expression of antibody by the selected antibody-producing cells, and are sensitive to a 
medium such as HAT medium. More preferred immortalized cell lines are murine 
myeloma lines, which can be obtained, for instance, from the Salk Institute Cell Distribution 
Center, San Diego, California and the American Type Culture Collection, Manassas, 

30 Virginia. Human myeloma and mouse-human heteromyeloma cell lines also have been 
described for the production of human monoclonal antibodies (Kozbor, J. Immunol., 
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133:3001 (1984); Brodeur et aL, Monoclonal Antibody Production Techniques and 
Applications, Marcel Dekker, Inc., New York, (1987) pp. 51-63). 

The culture medium in which the hybridoma cells are cultured can then be assayed 
for the presence of monoclonal antibodies directed against the antigen. Preferably, the 
5 binding specificity of monoclonal antibodies produced by the hybridoma cells is determined 
by immunoprecipitation or by an in vitro binding assay, such as radioimmunoassay (RIA) or 
enzyme-linked immunoabsorbent assay (ELISA). Such techniques and assays are known in 
the art. The binding affinity of the monoclonal antibody can, for example, be determined by 
the Scatchard analysis of Munson and Pollard, Anal. Biochem., 107:220 (1980). It is an 
10 objective, especially important in therapeutic applications of monoclonal antibodies, to 
identify antibodies having a high degree of specificity and a high binding affinity for the 
target antigen. 

After the desired hybridoma cells are identified, the clones can be subcloned by 
limiting dilution procedures and grown by standard methods (Goding,1986). Suitable 
!5 culture media for this purpose include, for example, Dulbecco's Modified Eagle's Medium 
and RPMI-1640 medium. Alternatively, the hybridoma cells can be grown in vivo as 
ascites in a mammal. 

The monoclonal antibodies secreted by the subclones can be isolated or purified 
from the culture medium or ascites fluid by conventional immunoglobulin purification 
20 procedures such as, for example, protein A-Sepharose, hydroxylapatite chromatography, gel 
electrophoresis, dialysis, or affinity chromatography. 

The monoclonal antibodies can also be made by recombinant DNA methods, such as 
those described in U.S. Patent No. 4,816,567. DNA encoding the monoclonal antibodies of 
the invention can be readily isolated and sequenced using conventional procedures (e.g., by 

25 using oligonucleotide probes that are capable of binding specifically to genes encoding the 
heavy and light chains of murine antibodies). The hybridoma cells of the invention serve as 
a preferred source of such DNA. Once isolated, the DNA can be placed into expression 
vectors, which are then transfected into host cells such as simian COS cells, Chinese 
hamster ovary (CHO) cells, or myeloma cells that do not otherwise produce 

30 immunoglobulin protein, to obtain the synthesis of monoclonal antibodies in the 

recombinant host cells. The DNA also can be modified, for example, by substituting the 
coding sequence for human heavy and light chain constant domains in place of the 
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homologous murine sequences (U.S. Patent No. 4,816,567; Morrison, Nature 368, 812-13 
(1994)) or by covalently joining to the immunoglobulin coding sequence all or part of the 
coding sequence for a non-immunoglobulin polypeptide. Such a non-immunoglobulin 
polypeptide can be substituted for the constant domains of an antibody of the invention, or 
5 can be substituted for the variable domains of one antigen-combining site of an antibody of 
the invention to create a chimeric bivalent antibody. 

Humanized Antibodies 

The antibodies directed against the protein antigens of the invention can further 
comprise humanized antibodies or human antibodies. These antibodies are suitable for 

10 administration to humans without engendering an immune response by the human against 
the administered immunoglobulin. Humanized forms of antibodies are chimeric 
immunoglobulins, immunoglobulin chains or fragments thereof (such as Fv, Fab, Fab*, 
F(ab') 2 or other antigen-binding subsequences of antibodies) that are principally comprised 
of the sequence of a human immunoglobulin, and contain minimal sequence derived from a 

1 5 non-human immunoglobulin. Humanization can be performed following the method of 

Winter and co-workers (Jones et al, Nature, 321:522-525 (1986); Riechmann et al, Nature, 
332:323-327 (1988); Verhoeyen et al, Science, 239:1534-1536 (1988)), by substituting 
rodent CDRs or CDR sequences for the corresponding sequences of a human antibody. (See 
also U.S. Patent No. 5,225,539.) In some instances, Fv framework residues of the human 

20 immunoglobulin are replaced by corresponding non-human residues. Humanized 

antibodies can also comprise residues which are found neither in the recipient antibody nor 
in the imported CDR or framework sequences. In general, the humanized antibody will 
comprise substantially all of at least one, and typically two, variable domains, in which all 
or substantially all of the CDR regions correspond to those of a non-human 

25 immunoglobulin and all or substantially all of the framework regions are those of a human 
immunoglobulin consensus sequence. The humanized antibody optimally also will 
comprise at least a portion of an immunoglobulin constant region (Fc), typically that of a 
human immunoglobulin (Jones et al, 1986: Riechmann et al, 1988; and Presta, Curr. Op. 
Struct. Biol., 2:593-596 (1992)). 
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Human Antibodies 

Fully human antibodies essentially relate to antibody molecules in which the entire 
sequence of both the light chain and the heavy chain, including the CDRs, arise from human 
genes. Such antibodies are termed "human antibodies", or "fully human antibodies" herein. 
5 Human monoclonal antibodies can be prepared by the trioma technique; the human B-celi 
hybridoma technique (see Kozbor, et al, 1983 Immunol Today 4: 72) and the EBV 
hybridoma technique to produce human monoclonal antibodies (see Cole, et al y 1985 In: 
Monoclonal Antibodies and Cancer Therapy, Alan R. Liss, Inc., pp. 77-96). Human 
monoclonal antibodies may be utilized in the practice of the present invention and may be 
10 produced by using human hybridomas (see Cote, et al, 1983.. Proc Natl Acad Sci USA 80: 
2026-2030) or by transforming human B-cells with Epstein Barr Virus in vitro (see Cole, et 
al, 1985 In: MONOCLONAL ANTIBODIES and Cancer THERAPY, Alan R. Liss, Inc., pp. 
77-96). 

In addition, human antibodies can also be produced using additional techniques, 
15 including phage display libraries (Hoogenboom and Winter, J. Mol. Biol., 227:381 (1991); 
Marks et al, J. Mol. Biol., 222:581 (1991)). Similarly, human antibodies can be made by 
introducing human immunoglobulin loci into transgenic animals, e.g., mice in which the 
endogenous immunoglobulin genes have been partially or completely inactivated. Upon 
challenge, human antibody production is observed, which closely resembles that seen in 
20 humans in all respects, including gene rearrangement, assembly, and antibody repertoire. 
This approach is described, for example, in U.S. Patent Nos. 5,545,807; 5,545,806; 
5,569,825; 5,625,126; 5,633,425; 5,661,016, and in Marks et al (Bio/Technology 10, 
779-783 (1992)); Lonberg et al (Nature 368 856-859 (1994)); Morrison (Nature 368, 
812-13 (1994)); Fishwild et al,(Nature Biotechnology 14, 845-51 (1996)); Neuberger 
25 (Nature Biotechnology 14, 826 (1996)); and Lonberg and Huszar (Intern. Rev. Immunol. 13 
65-93 (1995)). 

Human antibodies may additionally be produced using transgenic nonhuman 
animals which are modified so as to produce fully human antibodies rather than the 
animal's endogenous antibodies in response to challenge by an antigen. (See PCT 
30 publication WO94/02602). The endogenous genes encoding the heavy and light 

immunoglobulin chains in the nonhuman host have been incapacitated, and active loci 
encoding human heavy and light chain immunoglobulins are inserted into the host's 
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genome. The human genes are incorporated, for example, using yeast artificial 
chromosomes containing the requisite human DNA segments. An animal which provides 
all the desired modifications is then obtained as progeny by crossbreeding intermediate 
transgenic animals containing fewer than the full complement of the modifications. The 

5 preferred embodiment of such a nonhuman animal is a mouse, and is termed the 

Xenomouse™ as disclosed in PCT publications WO 96/33735 and WO 96/34096. This 
animal produces B cells which secrete fully human immunoglobulins. The antibodies can 
be obtained directly from the animal after immunization with an immunogen of interest, as, 
for example, a preparation of a polyclonal antibody, or alternatively from immortalized B 

10 cells derived from the animal, such as hybridomas producing monoclonal antibodies. 

Additionally, the genes encoding the immunoglobulins with human variable regions can be 
recovered and expressed to obtain the antibodies directly, or can be further modified to 
obtain analogs of antibodies such as, for example, single chain Fv molecules. 

An example of a method of producing a nonhuman host exemplified as a mouse, 
15 lacking expression of an endogenous immunoglobulin heavy chain is disclosed in U.S. 
Patent No. 5,939,598. It can be obtained by a method including deleting the J segment 
genes from at least one endogenous heavy chain locus in an embryonic stem cell to prevent 
rearrangement of the locus and to prevent formation of a transcript of a rearranged 
immunoglobulin heavy chain locus, the deletion being effected by a targeting vector 
20 containing a gene encoding a selectable marker; and producing from the embryonic stem 
cell a transgenic mouse whose somatic and germ cells contain the gene encoding the 
selectable marker. 

A method for producing an antibody of interest, such as a human antibody, is 
disclosed in U.S. Patent No. 5,916,771 . It includes introducing an expression vector that 
25 contains a nucleotide sequence encoding a heavy chain into one mammalian host cell in 
culture, introducing an expression vector containing a nucleotide sequence encoding a light 
chain into another mammalian host cell, and fusing the two cells to form a hybrid cell. The 
hybrid cell expresses an antibody containing the heavy chain and the light chain. 

In a further improvement on this procedure, a method for identifying a clinically 
30 relevant epitope on an immunogen, and a correlative method for selecting an antibody that 
binds immunospecifically to the relevant epitope with high affinity, are disclosed in PCT 
publication WO 99/53049. 
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Fab Fragments and Single Chain Antibodies 

According to the invention, techniques can be adapted for the production of 
single-chain antibodies specific to an antigenic protein of the invention (see e.g., U.S. Patent 
No. 4,946,778). In addition, methods can be adapted for the construction of F ab expression 
5 libraries (see e.g., Huse, et al. y 1989 Science 246: 1275-1281) to allow rapid and effective 
identification of monoclonal F ab fragments with the desired specificity for a protein or 
derivatives, fragments, analogs or homologs thereof. Antibody fragments that contain the 
idiotypes to a protein antigen may be produced by techniques known in the art including, 
but not limited to: (i) an F (ab ') 2 fragment produced by pepsin digestion of an antibody 
10 molecule; (ii) an F ab fragment generated by reducing the disulfide bridges of an F( ab '>2 
fragment; (iii) an F ab fragment generated by the treatment of the antibody molecule with 
papain and a reducing agent and (iv) F v fragments. 

Bispecific Antibodies 

Bispecific antibodies are monoclonal, preferably human or humanized, antibodies 
1 5 that have binding specificities for at least two different antigens. In the present case, one of 
the binding specificities is for an antigenic protein of the invention. The second binding 
target is any other antigen, and advantageously is a cell-surface protein or receptor or 
receptor subunit. 

Methods for making bispecific antibodies are known in the art. Traditionally, the 
20 recombinant production of bispecific antibodies is based on the co-expression of two 

immunoglobulin heavy-chain/light-chain pairs, where the two heavy chains have different 
specificities (Milstein and Cuello, Nature, 305:537-539 (1983)). Because of the random 
assortment of immunoglobulin heavy and light chains, these hybridomas (quadromas) 
produce a potential mixture of ten different antibody molecules, of which only one has the 
25 correct bispecific structure. The purification of the correct molecule is usually 

accomplished by affinity chromatography steps. Similar procedures are disclosed in WO 
93/08829, published 13 May 1993, and in Traunecker etal, EMBO J., 10:3655-3659 
(1991). 

Antibody variable domains with the desired binding specificities (antibody-antigen 
30 combining sites) can be fused to immunoglobulin constant domain sequences. The fusion 
preferably is with an immunoglobulin heavy-chain constant domain, comprising at least part 
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of the hinge, CH2, and CH3 regions. It is preferred to have the first heavy-chain constant 
region (CHI) containing the site necessary for light-chain binding present in at least one of 
the fusions. DNAs encoding the immunoglobulin heavy-chain fusions and, if desired, the 
immunoglobulin light chain, are inserted into separate expression vectors, and are 
5 co-transfected into a suitable host organism. For further details of generating bispecific 
antibodies see, for example, Suresh etal., Methods in Enzymology, 121:210 (1986). 

According to another approach described in WO 96/2701 1, the interface between a 
pair of antibody molecules can be engineered to maximize the percentage of heterodimers 
which are recovered from recombinant cell culture. The preferred interface comprises at 

1 0 least a part of the CH3 region of an antibody constant domain. In this method, one or more 
small amino acid side chains from the interface of the first antibody molecule are replaced 
with larger side chains (e.g. tyrosine or tryptophan). Compensatory "cavities" of identical 
or similar size to the large side chain(s) are created on the interface of the second antibody 
molecule by replacing large amino acid side chains with smaller ones (e.g. alanine or 

1 5 threonine). This provides a mechanism for increasing the yield of the heterodimer over 
other unwanted end-products such as homodimers. 

Bispecific antibodies can be prepared as full length antibodies or antibody fragments 
(e.g. F(ab')2 bispecific antibodies). Techniques for generating bispecific antibodies from 
antibody fragments have been described in the literature. For example, bispecific antibodies 

20 can be prepared using chemical linkage. Brennan et a!., Science 229:81 (1985) describe a 
procedure wherein intact antibodies are proteolytically cleaved to generate F(ab ? )2 
fragments. These fragments are reduced in the presence of the dithiol complexing agent 
sodium arsenite to stabilize vicinal dithiols and prevent intermolecular disulfide formation. 
The Fab' fragments generated are then converted to thionitrobenzoate (TNB) derivatives. 

25 One of the Fab'-TNB derivatives is then reconverted to the Fab'-thiol by reduction with 
mercaptoethylamine and is mixed with an equimolar amount of the other Fab ? -TNB 
derivative to form the bispecific antibody. The bispecific antibodies produced can be used 
as agents for the selective immobilization of enzymes. 

Additionally, Fab' fragments can be directly recovered from E. coli and chemically 
30 coupled to form bispecific antibodies. Shalaby et ol., J. Exp. Med. 175:21 7-225 (1992) 
describe the production of a fully humanized bispecific antibody F(ab') 2 molecule. Each 
Fab* fragment was separately secreted from E. coli and subjected to directed chemical 
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coupling in vitro to form the bispecific antibody. The bispecific antibody thus formed was 
able to bind to cells overexpressing the ErbB2 receptor and normal human T cells, as well 
as trigger the lytic activity of human cytotoxic lymphocytes against human breast tumor 
targets. 

5 Various techniques for making and isolating bispecific antibody fragments directly 

from recombinant cell culture have also been described. For example, bispecific antibodies 
have been produced using leucine zippers. Kostelny et tf/., J. Immunol. 148(5): 1547-1 553 
(1992). The leucine zipper peptides from the Fos and Jun proteins were linked to the Fab* 
portions of two different antibodies by gene fusion. The antibody homodimers were 

10 reduced at the hinge region to form monomers and then re-oxidized to form the antibody 
heterodimers. This method can also be utilized for the production of antibody homodimers. 
The "diabody" technology described by Hollinger et al, Proc. Natl. Acad. Sci. USA 
90:6444-6448 (1993) has provided an alternative mechanism for making bispecific antibody 
fragments. The fragments comprise a heavy-chain variable domain (V H ) connected to a 

1 5 light-chain variable domain (V L ) by a linker which is too short to allow pairing between the 
two domains on the same chain. Accordingly, the V H and V L domains of one fragment are 
forced to pair with the complementary V L and V H domains of another fragment, thereby 
forming two antigen-binding sites. Another strategy for making bispecific antibody 
fragments by the use of single-chain Fv (sFv) dinners has also been reported. See, Gruber et 

20 <?/., J. Immunol. 152:5368 (1994). 

Antibodies with more than two valencies are contemplated. For example, trispecific 
antibodies can be prepared. Tutt et al 9 J. Immunol. 147:60 (1991). 

Exemplary bispecific antibodies can bind to two different epitopes, at least one of 
which originates in the protein antigen of the invention. Alternatively, an anti-antigenic arm 

25 of an immunoglobulin molecule can be combined with an arm which binds to a triggering 
molecule on a leukocyte such as a T-cell receptor molecule (e.g. CD2, CD3, CD28, or B7), 
or Fc receptors for IgG (FcyR), such as FcyRI (CD64), FcyRlI (CD32) and FcyRUI (CD 1 6) 
so as to focus cellular defense mechanisms to the cell expressing the particular antigen. 
Bispecific antibodies can also be used to direct cytotoxic agents to cells which express a 

30 particular antigen. These antibodies possess an antigen-binding arm and an arm which 
binds a cytotoxic agent or a radionuclide chelator, such as EOTUBE, DPTA, DOTA, or 
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TETA. Another bispeciflc antibody of interest binds the protein antigen described herein 
and further binds tissue factor (TF). 

Heteroconjugate Antibodies 

Heteroconjugate antibodies are also within the scope of the present invention. 
5 Heteroconjugate antibodies are composed of two covalently joined antibodies. Such 
antibodies have, for example, been proposed to target immune system cells to unwanted 
cells (U.S. Patent No. 4,676,980), and for treatment of HIV infection (WO 91/00360; WO 
92/200373; EP 03089). It is contemplated that the antibodies can be prepared in vitro using 
known methods in synthetic protein chemistry, including those involving crossl inking 
10 agents. For example, immunotoxins can be constructed using a disulfide exchange reaction 
or by forming a thioether bond. Examples of suitable reagents for this purpose include 
iminothiolate and methyI-4-mercaptobutyrimidate and those disclosed, for example, in U.S. 
Patent No. 4,676,980. 

Effector Function Engineering 

15 It can be desirable to modify the antibody of the invention with respect to effector 

function, so as to enhance, e.g., the effectiveness of the antibody in treating cancer. For 
example, cysteine residue(s) can be introduced into the Fc region, thereby allowing 
interchain disulfide bond formation in this region. The homodimeric antibody thus 
generated can have improved internalization capability and/or increased 

20 complement-mediated cell killing and antibody-dependent cellular cytotoxicity (ADCC). 
See Caronetal., J. Exp Med, 176: 1191-1195 (1992) and Shopes, J. Immunol. 148: 
291 8-2922 (1992). Homodimeric antibodies with enhanced anti-tumor activity can also be 
prepared using heterobifunctional cross-linkers as described in Wolff et ah Cancer 
Research, 53: 2560-2565 (1993). Alternatively, an antibody can be engineered that has dual 

25 Fc regions and can thereby have enhanced complement lysis and ADCC capabilities. See 
Stevenson et al 9 Anti-Cancer Drug Design, 3: 219-230 (1989). 

Imnmnoconjugates 

The invention also pertains to immunoconjugates comprising an antibody 
conjugated to a cytotoxic agent such as a chemotherapeutic agent, toxin {e.g., an 
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enzymatically active toxin of bacterial, fungal, plant, or animal origin, or fragments 
thereof)? or a radioactive isotope (i.e., a radioconjugate). 

Chemotherapeutic agents useful in the generation of such immunoconjugates have 
been described above. Enzymatically active toxins and fragments thereof that can be used 
5 include diphtheria A chain, nonbinding active fragments of diphtheria toxin, exotoxin A 
chain (from Pseudomonas aeruginosa), ricin A chain, abrin A chain, modeccin A chain, 
alpha-sarcin, Aleurites fordii proteins, dianthin proteins, Phytolaca americana proteins 
(PAPI, PAPH, and PAP-S), momordica charantia inhibitor, curcin, crotin, sapaonaria 
officinalis inhibitor, gelonin, mitogellin, restrictocin, phenomycin, enomycin, and the 
1 0 tricothecenes. A variety of radionuclides are available for the production of 
radioconjugated antibodies. Examples include 2,2 Bi, l3I L 131 In, 90 Y, and 186 Re. 

Conjugates of the antibody and cytotoxic agent are made using a variety of 
Afunctional protein-coupling agents such as N-succinimidyl-3-(2-pyridyldithioI) propionate 
(SPDP), iminothiolane (IT), Afunctional derivatives of imidoesters (such as dimethyl 

1 5 adipimidate HCL), active esters (such as disuccinimidyl suberate), aldehydes (such as 
glutareldehyde), bis-azido compounds (such as bis (p-azidobenzoyl) hexanediamine), 
bis-diazonium derivatives (such as bis-(p-diazoniumbenzoyl)-ethylenediamine), 
diisocyanates (such as tolyene 2,6-diisocyanate), and bis-active fluorine compounds (such 
as l,5-difluoro-2,4-dinitrobenzene). For example, a ricin immunotoxin can be prepared as 

20 described in Vitetta et al., Science, 238 : 1098 (1987). Carbon- 14-labeled 

l-isothiocyanatobenzyl-3-methyldiethyIene triaminepentaacetic acid (MX-DTPA) is an 
exemplary chelating agent for conjugation of radionucleotide to the antibody. See 
WO94/11026. 

In another embodiment, the antibody can be conjugated to a "receptor" (such 
25 streptavidin) for utilization in tumor pretargeting wherein the antibody-receptor conjugate is 
administered to the patient, followed by removal of unbound conjugate from the circulation 
using a clearing agent and then administration of a "ligand" (e.g., avidin) that is in turn 
conjugated to a cytotoxic agent. 

Immunoliposomes 

30 The antibodies disclosed herein can also be formulated as immunoliposomes. 

Liposomes containing the antibody are prepared by methods known in the art, such as 
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described in Epstein et al, Proc. Natl. Acad. Sci. USA, 82: 3688 (1985); Hwang et al., Proc. 
Natl Acad. Sci. USA } 77: 4030 (1980); and U.S. Pat. Nos. 4.485,045 and 4,544,545. 
Liposomes with enhanced circulation time are disclosed in U.S. Patent No. 5,013,556. 

Particularly useful liposomes can be generated by the reverse-phase evaporation 
5 method with a lipid composition comprising phosphatidylcholine, cholesterol, and 

PEG-derivatized phosphatidylethanolamine (PEG-PE). Liposomes are extruded through 
filters of defined pore size to yield liposomes with the desired diameter. Fab' fragments of 
the antibody of the present invention can be conjugated to the liposomes as described in 
Martin et al .,_J. Biol. Chem., 257: 286-288 (1982) via a disulfide-interchange reaction. A 
10 chemotherapeutic agent (such as Doxorubicin) is optionally contained within the liposome. 
See Gabizon etal, J. National Cancer Inst., 81(19): 1484 (1989). 

Diagnostic Applications of Antibodies Directed Against the Proteins of the 
Invention 

In one embodiment, methods for the screening of antibodies that possess the desired 
15 specificity include, but are not limited to, enzyme linked immunosorbent assay (ELISA) and 
other immunologically mediated techniques known within the art. In a specific 
embodiment, selection of antibodies that are specific to a particular domain of an NOVX 
protein is facilitated by generation of hybridomas that bind to the fragment of an NOVX 
protein possessing such a domain. Thus, antibodies that are specific for a desired domain 
20 within an NOVX protein, or derivatives, fragments, analogs or homologs thereof, are also 
provided herein. 

Antibodies directed against a NOVX protein of the invention may be used in 
methods known within the art relating to the localization and/or quantitation of a NOVX 
protein {e.g., for use in measuring levels of the NOVX protein within appropriate 
25 physiological samples, for use in diagnostic methods, for use in imaging the protein, and the 
like). In a given embodiment, antibodies specific to a NOVX protein, or derivative, 
fragment, analog or homolog thereof that contain the antibody derived antigen binding 
domain, are utilized as pharmacologically active compounds (referred to hereinafter as 
"Therapeutics"). 

30 An antibody specific for a NOVX protein of the invention (e.g., a monoclonal 

antibody or a polyclonal antibody) can be used to isolate a NOVX polypeptide by standard 
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techniques, such as immunoaffinity, chromatography or immunoprecipitation. An antibody 
to a NOVX polypeptide can facilitate the purification of a natural NOVX antigen from cells, 
or of a recombinantly produced NOVX antigen expressed in host cells. Moreover, such an 
anti-NOVX antibody can be used to detect the antigenic NOVX protein (e.g., in a cellular 
5 lysate or cell supernatant) in order to evaluate the abundance and pattern of expression of 
the antigenic NOVX protein. Antibodies directed against a NOVX protein can be used 
cliagnostically to monitor protein levels in tissue as part of a clinical testing procedure, e.g., 
to, for example, determine the efficacy of a given treatment regimen. Detection can be 
facilitated by coupling (/.e. a physically linking) the antibody to a detectable substance. 

10 Examples of detectable substances include various enzymes, prosthetic groups, fluorescent 
materials, luminescent materials, bioluminescent materials, and radioactive materials. 
Examples of suitable enzymes include horseradish peroxidase, alkaline phosphatase, 
P-galactosidase, or acetylcholinesterase; examples of suitable prosthetic group complexes 
include streptavidin/biotin and avidin/biotin; examples of suitable fluorescent materials 

15 include umbelliferone, fluorescein, fluorescein isothiocyanate, rhodamine, 

dichlorotriazinylamine fluorescein, dansyl chloride or phycoerythrin; an example of a 
luminescent material includes luminol; examples of bioluminescent materials include 
luciferase, luciferin, and aequorin, and examples of suitable radioactive material include 
,25 I, l3 V 5 Sor 3 H. 

20 Antibody Therapeutics 

Antibodies of the invention, including polyclonal, monoclonal, humanized and fully 
human antibodies, may used as therapeutic agents. Such agents will generally be employed 
to treat or prevent a disease or pathology in a subject. An antibody preparation, preferably 
one having high specificity and high affinity for its target antigen, is administered to the 

25 subject and will generally have an effect due to its binding with the target. Such an effect 
may be one of two kinds, depending on the specific nature of the interaction between the 
given antibody molecule and the target antigen in question. In the first instance, 
administration of the antibody may abrogate or inhibit the binding of the target with an 
endogenous ligand to which it naturally binds. In this case, the antibody binds to the target 

30 and masks a binding site of the naturally occurring ligand, wherein the ligand serves as an 
effector molecule. Thus the receptor mediates a signal transduction pathway for which 
ligand is responsible. 
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Alternatively, the effect may be one in which the antibody elicits a physiological 
result by virtue of binding to an effector binding site on the target molecule. In this case the 
target, a receptor having an endogenous ligand which may be absent or defective in the 
disease or pathology, binds the antibody as a surrogate effector ligand, initiating a 
5 receptor-based signal transduction event by the receptor. 

A therapeutically effective amount of an antibody of the invention relates generally 
to the amount needed to achieve a therapeutic objective. As noted above, this may be a 
binding interaction between the antibody and its target antigen that, in certain cases, 
interferes with the functioning of the target, and in other cases, promotes a physiological 

10 response. The amount required to be administered will furthermore depend on the binding 
affinity of the antibody for its specific antigen, and will also depend on the rate at which an 
administered antibody is depleted from the free volume other subject to which it is 
administered. Common ranges for therapeutically effective dosing of an antibody or 
antibody fragment of the invention may be, by way of nonlimiting example, from about 0. 1 

15 mg/kg body weight to about 50 mg/kg body weight. Common dosing frequencies may 
range, for example, from twice daily to once a week. 

Pharmaceutical Compositions of Antibodies 

Antibodies specifically binding a protein of the invention, as well as other molecules 
identified by the screening assays disclosed herein, can be administered for the treatment of 

20 various disorders in the form of pharmaceutical compositions. Principles and 

considerations involved in preparing such compositions, as well as guidance in the choice of 
components are provided, for example, in Remington: The Science And Practice Of 
Pharmacy 19th ed. (Alfonso R. Gennaro, et a!., editors) Mack Pub. Co., Easton, Pa.: 1995; 
Drug Absorption Enhancement: Concepts, Possibilities, Limitations, And Trends, Harwood 

25 Academic Publishers, Langhorne, Pa., 1994; and Peptide And Protein Drug Delivery 
(Advances In Parenteral Sciences, Vol. 4), 1991, M. Dekker, New York. 

If the antigenic protein is intracellular and whole antibodies are used as inhibitors, 
internalizing antibodies are preferred. However, liposomes can also be used to deliver the 
antibody, or an antibody fragment, into cells. Where antibody fragments are used, the 
30 smallest inhibitory fragment that specifically binds to the binding domain of the target 

protein is preferred. For example, based upon the variable-region sequences of an antibody, 
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peptide molecules can be designed that retain the ability to bind the target protein sequence. 
Such peptides can be synthesized chemically and/or produced by recombinant DNA 
technology. See, e.g., Marasco et aL 3 Proc. Natl. Acad. Sci. USA, 90: 7889-7893 (1993). 
The formulation herein can also contain more than one active compound as necessary for 
5 the particular indication being treated, preferably those with complementary activities that 
do not adversely affect each other. Alternatively, or in addition, the composition can 
comprise an agent that enhances its function, such as, for example, a cytotoxic agent, 
cytokine, chemotherapeutic agent, or growth-inhibitory agent. Such molecules are suitably 
present in combination in amounts that are effective for the purpose intended. 

10 The active ingredients can also be entrapped in microcapsules prepared, for 

example, by coacervation techniques or by interfacial polymerization, for example, 
hydroxymethylcellulose or gelatin-microcapsules and poly-(methylmethacrylate) 
microcapsules, respectively, in colloidal drug delivery systems (for example, liposomes, 
albumin microspheres, microemulsions, nano-particles, and nanocapsules) or in 

1 5 macroemulsions. 

The formulations to be used for in vivo administration must be sterile. This is 
readily accomplished by filtration through sterile filtration membranes. 

Sustained-release preparations can be prepared. Suitable examples of 
sustained-release preparations include semipermeable matrices of solid hydrophobic 

20 polymers containing the antibody, which matrices are in the form of shaped articles, e.g., 
films, or microcapsules. Examples of sustained-release matrices include polyesters, 
hydrogels (for example, poly(2-hydroxyethyI-methacrylate), or poly(vinylalcohol)), 
polylactides (U.S. Pat. No. 3,773,919), copolymers of L-glutamic acid and y 
ethyl-L-glutamate, non-degradable ethylene-vinyl acetate, degradable lactic acid-glycolic 

25 acid copolymers such as the LUPRON DEPOT ™ (injectable microspheres composed of 
lactic acid-glycolic acid copolymer and leuprolide acetate), and 

po!y-D-(-)-3-hydroxybutyric acid. While polymers such as ethylene-vinyl acetate and lactic 
acid-glycolic acid enable release of molecules for over 100 days, certain hydrogels release 
proteins for shorter time periods. 
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ELISA Assay 

An agent for detecting an analyte protein is an antibody capable of binding to an 
analyte protein, preferably an antibody with a detectable label. Antibodies can be 
polyclonal, or more preferably, monoclonal. An intact antibody, or a fragment thereof (e.g., 
5 F ab or F (ab)2 ) can be used. The term "labeled", with regard to the probe or antibody, is 

intended to encompass direct labeling of the probe or antibody by coupling (i.e., physically 
linking) a detectable substance to the probe or antibody, as well as indirect labeling of the 
probe or antibody by reactivity with another reagent that is directly labeled. Examples of 
indirect labeling include detection of a primary antibody using a fluorescently-labeled 

10 secondary antibody and end-labeling of a DNA probe with biotin such that it can be 

detected with fluorescently-labeled streptavidin. The term "biological sample" is intended 
to include tissues, cells and biological fluids isolated from a subject, as well as tissues, cells 
and fluids present within a subject. Included within the usage of the term "biological 
sample", therefore, is blood and a fraction or component of blood including blood serum, 

15 blood plasma, or lymph. That is, the detection method of the invention can be used to 

detect an analyte mRNA, protein, or genomic DNA in a biological sample in vitro as well as 
in vivo. For example, in vitro techniques for detection of an analyte mRNA include 
Northern hybridizations and in situ hybridizations. In vitro techniques for detection of an 
analyte protein include enzyme linked immunosorbent assays (ELlSAs), Western blots, 

20 immunoprecipitations, and immunofluorescence. In vitro techniques for detection of an 
analyte genomic DNA include Southern hybridizations. Procedures for conducting 
immunoassays are described, for example in "ELISA: Theory and Practice: Methods in 
Molecular Biology", Vol. 42, J. R. Crowther (Ed.) Human Press, Totowa, NJ, 1995; 
"Immunoassay", E. Diamandis and T. Christopoulus, Academic Press, Inc., San Diego, CA, 

25 1 996; and "Practice and Thory of Enzyme Immunoassays", P. Tijssen, Elsevier Science 
Publishers, Amsterdam, 1985. Furthermore, in vivo techniques for detection of an analyte 
protein include introducing into a subject a labeled anti-an analyte protein antibody. For 
example, the antibody can be labeled with a radioactive marker whose presence and 
location in a subject can be detected by standard imaging techniques. 
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NOVX Recombinant Expression Vectors and Host Cells 

Another aspect of the invention pertains to vectors, preferably expression vectors, 
containing a nucleic acid encoding a NOVX protein, or derivatives, fragments, analogs or 
homologs thereof. As used herein, the term "vector" refers to a nucleic acid molecule 
5 capable of transporting another nucleic acid to which it has been linked. One type of vector 
is a "plasmid", which refers to a circular double stranded DNA loop into which additional 
DNA segments can be ligated. Another type of vector is a viral vector, wherein additional 
DNA segments can be ligated into the viral genome. Certain vectors are capable of 
autonomous replication in a host cell into which they are introduced {e.g., bacterial vectors 

10 having a bacterial origin of replication and episomal mammalian vectors). Other vectors 
{e.g., non-episomal mammalian vectors) are integrated into the genome of a host cell upon 
introduction into the host cell, and thereby are replicated along with the host genome. 
Moreover, certain vectors are capable of directing the expression of genes to which they are 
operatively-linked. Such vectors are referred to herein as "expression vectors". In general, 

15 expression vectors of utility in recombinant DNA techniques are often in the form of 

plasmids. In the present specification, "plasmid" and "vector" can be used interchangeably 
as the plasmid is the most commonly used form of vector. However, the invention is 
intended to include such other forms of expression vectors, such as viral vectors {e.g., 
replication defective retroviruses, adenoviruses and adeno-associated viruses), which serve 

20 equivalent functions. 

The recombinant expression vectors of the invention comprise a nucleic acid of the 
invention in a form suitable for expression of the nucleic acid in a host cell, which means 
that the recombinant expression vectors include one or more regulatory sequences, selected 
on the basis of the host cells to be used for expression, that is operatively-linked to the 
25 nucleic acid sequence to be expressed. Within a recombinant expression vector, 

"operably-linked" is intended to mean that the nucleotide sequence of interest is linked to 
the regulatory sequence(s) in a manner that allows for expression of the nucleotide sequence 
{e.g., in an in vitro transcription/translation system or in a host cell when the vector is 
introduced into the host cell). 

30 The term "regulatory sequence" is intended to includes promoters, enhancers and 

other expression control elements {e.g., polyadenylation signals). Such regulatory 
sequences are described, for example, in Goeddel, GENE EXPRESSION TECHNOLOGY: 
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METHODS IN Enzymology 185, Academic Press, San Diego, Calif. (1990). Regulatory 
sequences include those that direct constitutive expression of a nucleotide sequence in many 
types of host cell and those that direct expression of the nucleotide sequence only in certain 
host cells (e.g., tissue-specific regulatory sequences). It will be appreciated by those skilled 
5 in the art that the design of the expression vector can depend on such factors as the choice 
of the host cell to be transformed, the level of expression of protein desired, etc. The 
expression vectors of the invention can be introduced into host cells to thereby produce 
proteins or peptides, including fusion proteins or peptides, encoded by nucleic acids as 
described herein {e.g., NOVX proteins, mutant forms of NOVX proteins, fusion proteins, 
10 etc.). 

The recombinant expression vectors of the invention can be designed for expression 
of NOVX proteins in prokaryotic or eukaryotic cells. For example, NOVX proteins can be 
expressed in bacterial cells such as Escherichia coli, insect cells (using baculovirus 
expression vectors) yeast cells or mammalian cells. Suitable host cells are discussed further 
1 5 in Goeddel, GENE EXPRESSION TECHNOLOGY: METHODS IN ENZYMOLOGY 1 85, Academic 
Press, San Diego, Calif (1990). Alternatively, the recombinant expression vector can be 
transcribed and translated in vitro, for example using T7 promoter regulatory sequences and 
T7 polymerase. 

Expression of proteins in prokaryotes is most often carried out in Escherichia coli 
20 with vectors containing constitutive or inducible promoters directing the expression of 
either fusion or non-fusion proteins. Fusion vectors add a number of amino acids to a 
protein encoded therein, usually to the amino terminus of the recombinant protein. Such 
fusion vectors typically serve three purposes: (/) to increase expression of recombinant 
protein; (/'/) to increase the solubility of the recombinant protein; and (in) to aid in the 
25 purification of the recombinant protein by acting as a ligand in affinity purification. Often, 
in fusion expression vectors, a proteolytic cleavage site is introduced at the junction of the 
fusion moiety and the recombinant protein to enable separation of the recombinant protein 
from the fusion moiety subsequent to purification of the fusion protein. Such enzymes, and 
their cognate recognition sequences, include Factor Xa, thrombin and enterokinase. Typical 
30 fusion expression vectors include pGEX (Pharmacia Biotech Inc; Smith and Johnson, 1988. 
Gene 67: 31-40), pMAL (New England Biolabs, Beverly, Mass.) and pRIT5 (Pharmacia, 
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Piscataway, N J.) that fuse glutathione S-transferase (GST), maltose E binding protein, or 
protein A, respectively, to the target recombinant protein. 

Examples of suitable inducible non-fusion E. coli expression vectors include pTrc 
(Amrann et aL, (1988) Gene 69:301-315) and pET 1 Id (Studier et aL, GENE EXPRESSION 
5 Technology: Methods in Enzymology 185, Academic Press, San Diego, Calif. (1990) 
60-89). 

One strategy to maximize recombinant protein expression in E. coli is to express the 
protein in a host bacteria with an impaired capacity to proteolytically cleave the 
recombinant protein. See, e.g., Gottesman, GENE EXPRESSION TECHNOLOGY: METHODS IN 
10 ENZYMOLOGY 185, Academic Press, San Diego, Calif. (1990) 1 19-128. Another strategy is 
to alter the nucleic acid sequence of the nucleic acid to be inserted into an expression vector 
so that the individual codons for each amino acid are those preferentially utilized in E. coli 
(see, e.g., Wadset aL, 1992. NttcL Acids Res. 20: 21 1 1-2118). Such alteration of nucleic 
acid sequences of the invention can be carried out by standard DNA synthesis techniques. 

15 In another embodiment, the NOVX expression vector is a yeast expression vector. 

Examples of vectors for expression in yeast Saccharomyces cerivisae include pYepSecl 
(Baldari, et a!., 1987. EMBOJ. 6: 229-234), pMFa (Kurjan and Herskowitz, 1982. Cell 30: 
933-943), pJRY88 (Schultz et aL, 1987. Gene 54: 1 13-123), pYES2 (Invitrogen 
Corporation, San Diego, Calif), and picZ (InVitrogen Corp, San Diego, Calif.). 

20 Alternatively, NOVX can be expressed in insect cells using baculovirus expression 

vectors. Baculovirus vectors available for expression of proteins in cultured insect cells 
(e.g., SF9 cells) include the pAc series (Smith, et aL, 1983. Mol. Cell. Biol. 3: 21 56-2165) 
and the pVL series (Lucklow and Summers, 19S9. Virology 170: 31-39). 

In yet another embodiment, a nucleic acid of the invention is expressed in 
25 mammalian cells using a mammalian expression vector. Examples of mammalian 

expression vectors include pCDMS (Seed, 1987. Nature 329: 840) and pMT2PC (Kaufman, 
et ah, 1987. EMBOJ. 6: 187-195). When used in mammalian ceils, the expression vector's 
control functions are often provided by viral regulatory elements. For example, commonly 
used promoters are derived from polyoma, adenovirus 2, cytomegalovirus, and simian virus 
30 40. For other suitable expression systems for both prokaryotic and eukaryotic cells see, e.g., 
Chapters 16 and 17 of Sambrook, et al, Molecular Cloning: A Laboratory Manual. 
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2nd ed., Cold Spring Harbor Laboratory, Cold Spring Harbor Laboratory Press, Cold Spring 
Harbor, N.Y., 1989. 

In another embodiment, the recombinant mammalian expression vector is capable of 
directing expression of the nucleic acid preferentially in a particular cell type (e.g., 
5 tissue-specific regulatory elements are used to express the nucleic acid). Tissue-specific 
regulatory elements are known in the art. Non-limiting examples of suitable tissue-specific 
promoters include the albumin promoter (liver-specific; Pinkert, et al, 1987. Genes Dev. 1 : 
268-277), lymphoid-specific promoters (Calame and Eaton, 1988. Adv. Immunol. 43: 
235-275), in particular promoters of T cell receptors (Winoto and Baltimore, 1989. EMBO 

10 J. 8: 729-733) and immunoglobulins (BanerjL et al, 1983. Cell 33: 729-740; Queen and 
Baltimore, 1983. Cell 33: 741-748), neuron-specific promoters (e.g., the neurofilament 
promoter; Byrne and Ruddle, 1989. Proc. Natl. Acad. Sci. USA 86: 5473-5477), 
pancreas-specific promoters (Edlund, et al, 1985. Science 230: 912-916), and mammary 
gland-specific promoters (e.g., milk whey promoter; U.S. Pat. No. 4,873,316 and European 

15 Application Publication No. 264,166). Developmentally-regulated promoters are also 
encompassed, e.g., the murine hox promoters (Kessel and Gruss, 1990. Science 249: 
374-379) and the a-fetoprotein promoter (Campes and Tilghman, 1989. Genes Dev. 3: 
537-546). 

The invention further provides a recombinant expression vector comprising a DNA 
20 molecule of the invention cloned into the expression vector in an antisense orientation. That 
is, the DNA molecule is operatively-linked to a regulatory sequence in a manner that allows 
for expression (by transcription of the DNA molecule) of an RNA molecule that is antisense 
to NOVX mRNA. Regulatory sequences operatively linked to a nucleic acid cloned in the 
antisense orientation can be chosen that direct the continuous expression of the antisense 
25 RNA molecule in a variety of cell types, for instance viral promoters and/or enhancers, or 
regulatory sequences can be chosen that direct constitutive, tissue specific or cell type 
specific expression of antisense RNA. The antisense expression vector can be in the form 
of a recombinant plasmid, phagemid or attenuated virus in which antisense nucleic acids are 
produced under the control of a high efficiency regulatory region, the activity of which can 
30 be determined by the cell type into which the vector is introduced. For a discussion of the 
regulation of gene expression using antisense genes see, e.g., Weintraub, et al, "Antisense 
RNA as a molecular tool for genetic analysis," Reviews-Trends in Genetics, Vol. 1(1) 1986. 
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Another aspect of the invention pertains to host cells into which a recombinant 
expression vector of the invention has been introduced. The terms "host cell" and 
"recombinant host cell" are used interchangeably herein. It is understood that such terms 
refer not only to the particular subject cell but also to the progeny or potential progeny of 
5 such a cell. Because certain modifications may occur in succeeding generations due to 
either mutation or environmental influences, such progeny may not, in fact, be identical to 
the parent cell, but are still included within the scope of the term as used herein. 

A host cell can be any prokaryotic or eukaryotic cell. For example, NOVX protein 
can be expressed in bacterial cells such as E. coh\ insect cells, yeast or mammalian cells 
10 (such as Chinese hamster ovary cells (CHO) or COS cells). Other suitable host cells are 
known to those skilled in the art. 

Vector DNA can be introduced into prokaryotic or eukaryotic cells via conventional 
transformation or transfection techniques. As used herein, the terms "transformation" and 
"transfection" are intended to refer to a variety of art-recognized techniques for introducing 

15 foreign nucleic acid (e.g., DNA) into a host cell, including calcium phosphate or calcium 
chloride co-precipitation, DEAE-dextran-mediated transfection, lipofection, or 
electroporation. Suitable methods for transforming or transfecting host cells can be found 
in Sambrook, et al. (Molecular Cloning: A Laboratory Manual. 2nd ed., Cold Spring 
Harbor Laboratory, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y., 1989), 

20 and other laboratory manuals. 

For stable transfection of mammalian cells, it is known that, depending upon the 
expression vector and transfection technique used, only a smal l fraction of cells may 
integrate the foreign DNA into their genome. In order to identify and select these 
integrants, a gene that encodes a selectable marker (e.g., resistance to antibiotics) is 

25 generally introduced into the host cells along with the gene of interest. Various selectable 
markers include those that confer resistance to drugs, such as G418, hygromycin and 
methotrexate. Nucleic acid encoding a selectable marker can be introduced into a host cell 
on the same vector as that encoding NOVX or can be introduced on a separate vector. Cells 
stably transfected with the introduced nucleic acid can be identified by drug selection (e.g., 

30 cells that have incorporated the selectable marker gene will survive, while the other cells 
die). 
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A host cell of the invention, such as a prokaryotic or eukaryotic host cell in culture, 
can be used to produce (i.e., express) NOVX protein. Accordingly, the invention further 
provides methods for producing NOVX protein using the host cells of the invention. In one 
embodiment, the method comprises culturing the host cell of invention (into which a 
5 recombinant expression vector encoding NOVX protein has been introduced) in a suitable 
medium such that NOVX protein is produced. In another embodiment, the method further 
comprises isolating NOVX protein from the medium or the host cell. 

Transgenic NOVX Animals 

The host ceils of the invention can also be used to produce non-human transgenic 

10 animals. For example, in one embodiment, a host cell of the invention is a fertilized oocyte 
or an embryonic stem cell into which NOVX protein-coding sequences have been 
introduced. Such host cells can then be used to create non-human transgenic animals in 
which exogenous NOVX sequences have been introduced into their genome or homologous 
recombinant animals in which endogenous NOVX sequences have been altered. Such 

1 5 animals are useful for studying the function and/or activity of NOVX protein and for 
identifying and/or evaluating modulators of NOVX protein activity. As used herein, a 
"transgenic animal" is a non-human animal, preferably a mammal, more preferably a rodent 
such as a rat or mouse, in which one or more of the cells of the animal includes a transgene. 
Other examples of transgenic animals include non-human primates, sheep, dogs, cows, 

20 goats, chickens, amphibians, etc. A transgene is exogenous DNA that is integrated into the 
genome of a cell from which a transgenic animal develops and that remains in the genome 
of the mature animal, thereby directing the expression of an encoded gene product in one or 
more cell types or tissues of the transgenic animal. As used herein, a "homologous 
recombinant animal" is a non-human animal, preferably a mammal, more preferably a 

25 mouse, in which an endogenous NOVX gene has been altered by homologous 

recombination between the endogenous gene and an exogenous DNA molecule introduced 
into a cell of the animal, e.g., an embryonic cell of the animal, prior to development of the 
animal. 

A transgenic animal of the invention can be created by introducing NOVX-encoding 
30 nucleic acid into the male pronuclei of a fertilized oocyte (e.g., by microinjection, retroviral 
infection) and allowing the oocyte to develop in a pseudopregnant female foster animal. 
The human NOVX cDNA sequences, i.e., any one of SEQ ID NO:2;?-l, wherein n is an 
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integer between 1 and 127, can be introduced as a transgene into the genome of a 
non-human animal. Alternatively, a non-human homolog of the human NOVX gene, such 
as a mouse NOVX gene, can be isolated based on hybridization to the human NOVX cDNA 
(described further supra) and used as a transgene. Intronic sequences and polyadenylation 
5 signals can also be included in the transgene to increase the efficiency of expression of the 
transgene. A tissue-specific regulatory sequence(s) can be operably-l inked to the NOVX 
transgene to direct expression of NOVX protein to particular cells. Methods for generating 
transgenic animals via embryo manipulation and microinjection, particularly animals such 
as mice, have become conventional in the art and are described, for example, in U.S. Patent 

10 Nos. 4,736,866; 4,870,009; and 4,873,191; and Hogan, 1986. In: MANIPULATING THE 

Mouse Embryo, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y. Similar 
methods are used for production of other transgenic animals. A transgenic founder animal 
can be identified based upon the presence of the NOVX transgene in its genome and/or 
expression of NOVX mRNA in tissues or cells of the animals. A transgenic founder animal 

1 5 can then be used to breed additional animals carrying the transgene. Moreover, transgenic 
animals carrying a transgene-encoding NOVX protein can further be bred to other 
transgenic animals carrying other transgenes. 

To create a homologous recombinant animal, a vector is prepared which contains at 
least a portion of a NOVX gene into which a deletion, addition or substitution has been 

20 introduced to thereby alter, e.g., functionally disrupt, the NOVX gene. The NOVX gene 
can be a human gene (e.g., the cDNA of any one of SEQ ID NO:2;?-l ; wherein n is an 
integer between 1 and 127), but more preferably, is a non-human homolog of a human 
NOVX gene. For example, a mouse homolog of human NOVX gene of SEQ ID NO:2;?-l, 
wherein n is an integer between 1 and 127, can be used to construct a homologous 

25 recombination vector suitable for altering an endogenous NOVX gene in the mouse 
genome. In one embodiment, the vector is designed such that, upon homologous 
recombination, the endogenous NOVX gene is functionally disrupted (i.e., no longer 
encodes a functional protein; also referred to as a "knock out" vector). 

Alternatively, the vector can be designed such that, upon homologous 
30 recombination, the endogenous NOVX gene is mutated or otherwise altered but still 

encodes functional protein (e.g., the upstream regulatory region can be altered to thereby 
alter the expression of the endogenous NOVX protein). In the homologous recombination 
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vector, the altered portion of the NOVX gene is flanked at its 5'- and 3'-termini by 
additional nucleic acid of the NOVX gene to allow for homologous recombination to occur 
between the exogenous NOVX gene carried by the vector and an endogenous NOVX gene 
in an embryonic stem cell. The additional flanking NOVX nucleic acid is of sufficient 
5 length for successful homologous recombination with the endogenous gene. Typically, 
several kilobases of flanking DNA (both at the 5 - and 3'-termini) are included in the vector. 
See, e.g., Thomas, et ah, 1987. Cell 51: 503 for a description of homologous recombination 
vectors. The vector is ten introduced into an embryonic stem cell line (e.g., by 
electroporation) and cells in which the introduced NOVX gene has 
10 homologously-recombined with the endogenous NOVX gene are selected. See, e.g., Li, et 
a/., 1992. Cell 69:915. 

The selected cells are then injected into a blastocyst of an animal (e.g., a mouse) to 
form aggregation chimeras. See, e.g., Bradley, 1987. In: TERATOCARCINOMAS AND 
Embryonic Stem Cells: A Practical Approach, Robertson, ed. IRL, Oxford, pp. 

15 1 13-152. A chimeric embryo can then be implanted into a suitable pseudopregnant female 
foster animal and the embryo brought to term. Progeny harboring the 
homologously-recombined DNA in their germ cells can be used to breed animals in which 
all cells of the animal contain the homologously-recombined DNA by germ line 
transmission of the transgene. Methods for constructing homologous recombination vectors 

20 and homologous recombinant animals are described further in Bradley, 1991. Cvrr. Opm. 
BioteclmoL 2: 823-829; PCT International Publication Nos.: WO 90/1 1354; WO 91/01 140; 
WO 92/0968; and WO 93/04169. 

In another embodiment, transgenic non-humans animals can be produced that 
contain selected systems that allow for regulated expression of the transgene. One example 

25 of such a system is the cre/IoxP recombinase system of bacteriophage PI . For a description 
of the cre/IoxP recombinase system, See, e.g., Lakso, et al., 1992. Proc. Natl. Acad Sci. 
USA 89: 6232-6236. Another example of a recombinase system is the FLP recombinase 
system of Saccharomyces cerevisiae. See, O'Gorman, et al, 1991. Science 251:1351-1355. 
If a cre/IoxP recombinase system is used to regulate expression of the transgene, animals 

30 containing transgenes encoding both the Cre recombinase and a selected protein are 

required. Such animals can be provided through the construction of "double" transgenic 
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animals, e.g., by mating two transgenic animals, one containing a transgene encoding a 
selected protein and the other containing a transgene encoding a recombinase. 

Clones of the non-human transgenic animals described herein can also be produced 
according to the methods described in Wilmut, et al., 1997. Nature 385: 810-813. In brief, 
5 a cell {e.g., a somatic cell) from the transgenic animal can be isolated and induced to exit 
the growth cycle and enter Go phase. The quiescent cell can then be fused, e.g., through the 
use of electrical pulses, to an enucleated oocyte from an animal of the same species from 
which the quiescent cell is isolated. The reconstructed oocyte is then cultured such that it 
develops to morula or blastocyte and then transferred to pseudopregnant female foster 
10 animal. The offspring borne of this female foster animal will be a clone of the animal from 
which the cell (e.g., the somatic cell) is isolated. 

Pharmaceutical Compositions 

The NOVX nucleic acid molecules, NOVX proteins, and anti-NOVX antibodies 
(also referred to herein as "active compounds") of the invention, and derivatives, fragments, 

15 analogs and homologs thereof, can be incorporated into pharmaceutical compositions 
suitable for administration. Such compositions typically comprise the nucleic acid 
molecule, protein, or antibody and a pharmaceutical ly acceptable carrier. As used herein, 
"pharmaceutically acceptable carrier" is intended to include any and all solvents, dispersion 
media, coatings, antibacterial and antifungal agents, isotonic and absorption delaying 

20 agents, and the like, compatible with pharmaceutical administration. Suitable carriers are 
described in the most recent edition of Remington's Pharmaceutical Sciences, a standard 
reference text in the field, which is incorporated herein by reference. Preferred examples of 
such carriers or diluents include, but are not limited to, water, saline, finger's solutions, 
dextrose solution, and 5% human serum albumin. Liposomes and non-aqueous vehicles 

25 such as fixed oils may also be used. The use of such media and agents for pharmaceutically 
active substances is well known in the art. Except insofar as any conventional media or 
agent is incompatible with the active compound, use thereof in the compositions is 
contemplated. Supplementary active compounds can also be incorporated into the 
compositions. 

30 A pharmaceutical composition of the invention is formulated to be compatible with 

its intended route of administration. Examples of routes of administration include 
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parenteral, e.g., intravenous, intradermal, subcutaneous, oral (e.g., inhalation), transdermal 
(i.e., topical), transmucosal, and rectal administration. Solutions or suspensions used for 
parenteral, intradermal, or subcutaneous application can include the following components: 
a sterile diluent such as water for injection, saline solution, fixed oils, polyethylene glycols, 
5 glycerine, propylene glycol or other synthetic solvents; antibacterial agents such as benzyl 
alcohol or methyl parabens; antioxidants such as ascorbic acid or sodium bisulfite; chelating 
agents such as ethylenediaminetetraacetic acid (EDTA); buffers such as acetates, citrates or 
phosphates, and agents for the adjustment of tonicity such as sodium chloride or dextrose. 
The pH can be adjusted with acids or bases, such as hydrochloric acid or sodium hydroxide. 
10 The parenteral preparation can be enclosed in ampoules, disposable syringes or multiple 
dose vials made of glass or plastic. 

Pharmaceutical compositions suitable for injectable use include sterile aqueous 
solutions (where water soluble) or dispersions and sterile powders for the extemporaneous 
preparation of sterile injectable solutions or dispersion. For intravenous administration, 

1 5 suitable carriers include physiological saline, bacteriostatic water, Cremophor EL™ (BASF, 
Parsippany, N J.) or phosphate buffered saline (PBS). In all cases, the composition must be 
sterile and should be fluid to the extent that easy syringeability exists. It must be stable 
under the conditions of manufacture and storage and must be preserved against the 
contaminating action of microorganisms such as bacteria and fungi. The carrier can be a 

20 solvent or dispersion medium containing, for example, water, ethanol, polyol (for example, 
glycerol, propylene glycol, and liquid polyethylene glycol, and the like), and suitable 
mixtures thereof. The proper fluidity can be maintained, for example, by the use of a 
coating such as lecithin, by the maintenance of the required particle size in the case of 
dispersion and by the use of surfactants. Prevention of the action of microorganisms can be 

25 achieved by various antibacterial and antifungal agents, for example., parabens, 

chlorobutanol, phenol, ascorbic acid, thimerosal, and the like. In many cases, it will be 
preferable to include isotonic agents, for example, sugars, polyalcohols such as manitol, 
sorbitol, sodium chloride in the composition. Prolonged absorption of the injectable 
compositions can be brought about by including in the composition an agent which delays 

30 absorption, for example, aluminum monostearate and gelatin. 

Sterile injectable solutions can be prepared by incorporating the active compound 
(e.g., aNOVX protein or anti-NOVX antibody) in the required amount in an appropriate 
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solvent with one or a combination of ingredients enumerated above, as required, followed 
by filtered sterilization. Generally, dispersions are prepared by incorporating the active 
compound into a sterile vehicle that contains a basic dispersion medium and the required 
other ingredients from those enumerated above. In the case of sterile powders for the 
5 preparation of sterile injectable solutions, methods of preparation are vacuum drying and 
freeze-drying that yields a powder of the active ingredient plus any additional desired 
ingredient from a previously sterile-filtered solution thereof. 

Oral compositions generally include an inert diluent or an edible carrier. They can 
be enclosed in gelatin capsules or compressed into tablets. For the purpose of oral 

10 therapeutic administration, the active compound can be incorporated with excipients and 
used in the form of tablets, troches, or capsules. Oral compositions can also be prepared 
using a fluid carrier for use as a mouthwash, wherein the compound in the fluid carrier is 
applied orally and swished and expectorated or swallowed. Pharmaceutically compatible 
binding agents, and/or adjuvant materials can be included as part of the composition. The 

15 tablets, pills, capsules, troches and the like can contain any of the following ingredients, or 
compounds of a similar nature: a binder such as microcrystalline cellulose, gum tragacanth 
or gelatin; an excipient such as starch or lactose, a disintegrating agent such as alginic acid, 
Primogel, or corn starch; a lubricant such as magnesium stearate or Sterotes; a glidant such 
as colloidal silicon dioxide; a sweetening agent such as sucrose or saccharin; or a flavoring 

20 agent such as peppermint, methyl salicylate, or orange flavoring. 

For administration by inhalation, the compounds are delivered in the form of an 
aerosol spray from pressured container or dispenser which contains a suitable propellant, 
e.g., a gas such as carbon dioxide, or a nebulizer. 

Systemic administration can also be by transmucosal or transdermal means. For 
25 transmucosal or transdermal administration, penetrants appropriate to the barrier to be 

permeated are used in the formulation. Such penetrants are generally known in the art, and 
include, for example, for transmucosal administration, detergents, bile salts, and fusidic acid 
derivatives. Transmucosal administration can be accomplished through the use of nasal 
sprays or suppositories. For transdermal administration, the active compounds are 
30 formulated into ointments, salves, gels, or creams as generally known in the art. 
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The compounds can also be prepared in the form of suppositories (e.g., with 
conventional suppository bases such as cocoa butter and other glycerides) or retention 
enemas for recta! delivery. 

In one embodiment, the active compounds are prepared with carriers that will 
5 protect the compound against rapid elimination from the body, such as a controlled release 
formulation, including implants and microencapsulated delivery systems. Biodegradable, 
biocompatible polymers can be used, such as ethylene vinyl acetate, polyanhydrides, 
polyglycolic acid, collagen, polyorthoesters, and polylactic acid. Methods for preparation 
of such formulations will be apparent to those skilled in the art. The materials can also be 
10 obtained commercially from Alza Corporation and Nova Pharmaceuticals, Inc. Liposomal 
suspensions (including liposomes targeted to infected cells with monoclonal antibodies to 
viral antigens) can also be used as pharmaceutical^ acceptable carriers. These can be 
prepared according to methods known to those skilled in the art, for example, as described 
in U.S. Patent No. 4,522,811. 

15 It is especially advantageous to formulate oral or parenteral compositions in dosage 

unit form for ease of administration and uniformity of dosage. Dosage unit form as used 
herein refers to physically discrete units suited as unitary dosages for the subject to be 
treated; each unit containing a predetermined quantity of active compound calculated to 
produce the desired therapeutic effect in association with the required pharmaceutical 

20 carrier. The specification for the dosage unit forms of the invention are dictated by and 
directly dependent on the unique characteristics of the active compound and the particular 
therapeutic effect to be achieved, and the limitations inherent in the art of compounding 
such an active compound for the treatment of individuals. 

The nucleic acid molecules of the invention can be inserted into vectors and used as 
25 gene therapy vectors. Gene therapy vectors can be delivered to a subject by, for example, 
intravenous injection, local administration (see, e.g., U.S. Patent No. 5,328,470) or by 
stereotactic injection (see, e.g., Chen, et al. 3 1994. Proa Natl. Acad ScL USA 91: 
3054-3057). The pharmaceutical preparation of the gene therapy vector can include the 
gene therapy vector in an acceptable diluent, or can comprise a slow release matrix in which 
30 the gene delivery vehicle is imbedded. Alternatively, where the complete gene delivery 
vector can be produced intact from recombinant cells, e.g., retroviral vectors, the 
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pharmaceutical preparation can include one or more cells that produce the gene delivery 
system. 

The pharmaceutical compositions can be included in a container, pack, or dispenser 
together with instructions for administration. 

5 Screening and Detection Methods 

The isolated nucleic acid molecules of the invention can be used to express NOVX 
protein (e.g., via a recombinant expression vector in a host cell in gene therapy 
applications), to detect NOVX mRNA (e.g., in a biological sample) or a genetic lesion in a 
NOVX gene, and to modulate NOVX activity, as described further, below. In addition, the 

10 NOVX proteins can be used to screen drugs or compounds that modulate the NOVX protein 
activity or expression as well as to treat disorders characterized by insufficient or excessive 
production of NOVX protein or production of NOVX protein forms that have decreased or 
aberrant activity compared to NOVX wild-type protein (e.g. ; diabetes (regulates insulin 
release); obesity (binds and transport lipids); metabolic disturbances associated with 

15 obesity, the metabolic syndrome X, as well as anorexia and wasting disorders associated 
with chronic diseases and various cancers, and infectious disease (possesses anti-microbial 
activity) and the various dyslipidemias. In addition, the anti-NOVX antibodies of the 
invention can be used to detect and isolate NOVX proteins and modulate NOVX activity. In 
yet a further aspect, the invention can be used in methods to influence appetite, absorption 

20 of nutrients and the disposition of metabolic substrates in both a positive and negative 
fashion. 

The invention further pertains to novel agents identified by the screening assays 
described herein and uses thereof for treatments as described, supra. 

Screening Assays 

25 The invention provides a method (also referred to herein as a "screening assay") for 

identifying modulators, i.e., candidate or test compounds or agents (e.g., peptides, 
peptidomimetics, small molecules or other drugs) that bind to NOVX proteins or have a 
stimulatory or inhibitory effect on, e.g., NOVX protein expression or NOVX protein 
activity. The invention also includes compounds identified in the screening assays 

30 described herein. 
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In one embodiment, the invention provides assays for screening candidate or test 
compounds which bind to or modulate the activity of the membrane-bound form of a 
NOVX protein or polypeptide or biologically-active portion thereof. The test compounds of 
the invention can be obtained using any of the numerous approaches in combinatorial 
5 library methods known in the art, including: biological libraries; spatially addressable 
parallel solid phase or solution phase libraries; synthetic library methods requiring 
deconvolution; the "one-bead one-compound" library method; and synthetic library 
methods using affinity chromatography selection. The biological library approach is limited 
to peptide libraries, while the other four approaches are applicable to peptide, non-peptide 
10 oligomer or small molecule libraries of compounds. See, e.g., Lam, 1997. Anticancer Drug 
Design 12: 145. 

A "small molecule" as used herein, is meant to refer to a composition that has a 
molecular weight of less than about 5 kD and most preferably less than about 4 kD. Small 
molecules can be, e.g., nucleic acids, peptides, polypeptides, peptidomimetics, 
15 carbohydrates, lipids or other organic or inorganic molecules. Libraries of chemical and/or 
biological mixtures, such as fungal, bacterial, or algal extracts, are known in the art and can 
be screened with any of the assays of the invention. 

Examples of methods for the synthesis of molecular libraries can be found in the art, 
for example in: DeWitt, et a!., 1993. Proc. Natl Acad Sci. U.S.A. 90: 6909; Erb, et a!., 
20 1994. Proc. Nail Acad. Sci. U.S.A. 91: 1 1422; Zuckermann, et a!., 1994. J. Med Chew. 37: 
2678; Cho, etal, 1993. Science 261: 1303; Carrell, et al, 1994. Angew. Chew. Int. Ed. 
Engl. 33: 2059; Carell, et a!., 1994. Angew. Chem. Int. Ed. Engl 33: 2061; and Gallop, et 
al, 1994. J. Med Chew. 37: 1233. 

Libraries of compounds may be presented in solution (e.g., Houghten, 1992. 

25 Biotechniques 13: 412-421), or on beads (Lam, 1991. Nature 354: 82-84), on chips (Fodor, 
1993. Nature 364: 555-556), bacteria (Ladner, U.S. Patent No. 5,223,409), spores (Ladner, 
U.S. Patent 5,233,409), plasmids (Cull, et al, 1 992. Proc. Natl Acad Sci. USA 89: 
1865-1869) or on phage (Scott and Smith, 1990. Science 249: 386-390; Devlin, 1990. 
Science 249: 404-406; Cvvirla, et al, 1990. Proc. Natl Acad. Sci. U.S.A. 87: 6378-6382; 

30 Felici, 1991.7. Mol Biol 222: 301-310; Ladner, U.S. Patent No. 5,233,409.). 

In one embodiment, an assay is a cell-based assay in which a cell which expresses a 
membrane-bound form of NOVX protein, or a biologically-active portion thereof, on the 
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cell surface is contacted with a test compound and the ability of the test compound to bind 
to a NOVX protein determined. The cell, for example, can of mammalian origin or a yeast 
cell. Determining the ability of the test compound to bind to the NOVX protein can be 
accomplished, for example, by coupling the test compound with a radioisotope or enzymatic 
5 label such that binding of the test compound to the NOVX protein or biologically-active 
portion thereof can be determined by detecting the labeled compound in a complex. For 
example, test compounds can be labeled with ,25 1, 3:> S, l4 C, or 3 H, either directly or 
indirectly, and the radioisotope detected by direct counting of radioemission or by 
scintillation counting. Alternatively, test compounds can be enzymatically-labeled with, for 

10 example, horseradish peroxidase, alkaline phosphatase, or luciferase, and the enzymatic 

label detected by determination of conversion of an appropriate substrate to product. In one 
embodiment, the assay comprises contacting a cell which expresses a membrane-bound 
form of NOVX protein, or a biologically-active portion thereof, on the cell surface with a 
known compound which binds NOVX to form an assay mixture, contacting the assay 

1 5 mixture with a test compound, and determining the ability of the test compound to interact 
with a NOVX protein, wherein determining the ability of the test compound to interact with 
a NOVX protein comprises determining the ability of the test compound to preferentially 
bind to NOVX protein or a biologically-active portion thereof as compared to the known 
compound. 

20 In another embodiment, an assay is a cell-based assay comprising contacting a cell 

expressing a membrane-bound form of NOVX protein, or a biologically-active portion 
thereof, on the cell surface with a test compound and determining the ability of the test 
compound to modulate (e.g., stimulate or inhibit) the activity of the NOVX protein or 
biologically-active portion thereof. Determining the ability of the test compound to 

25 modulate the activity of NOVX or a biologically-active portion thereof can be 

accomplished, for example, by determining the ability of the NOVX protein to bind to or 
interact with a NOVX target molecule. As used herein, a "target molecule" is a molecule 
with which a NOVX protein binds or interacts in nature, for example, a molecule on the 
surface of a cell which expresses a NOVX interacting protein, a molecule on the surface of 

30 a second cell, a molecule in the extracellular milieu, a molecule associated with the internal 
surface of a cell membrane or a cytoplasmic molecule. A NOVX target molecule can be a 
non-NOVX molecule or a NOVX protein or polypeptide of the invention. In one 
embodiment, a NOVX target molecule is a component of a signal transduction pathway that 


WO 2003/023008 


PCT/US2002/028596 


facilitates transduction of an extracellular signal (e.g. a signal generated by binding of a 
compound to a membrane-bound NOVX molecule) through the cell membrane and into the 
cell. The target, for example, can be a second intercellular protein that has catalytic activity 
or a protein that facilitates the association of downstream signaling molecules with NOVX. 

5 Determining the ability of the NOVX protein to bind to or interact with a NOVX 

target molecule can be accomplished by one of the methods described above for 
determining direct binding. In one embodiment, determining the ability of the NOVX 
protein to bind to or interact with a NOVX target molecule can be accomplished by 
determining the activity of the target molecule. For example, the activity of the target 

10 molecule can be determined by detecting induction of a cellular second messenger of the 
target {i.e. intracellular Ca 2+ , diacylglycerol, IP3, etc.), detecting catalytic/enzymatic activity 
of the target an appropriate substrate, detecting the induction of a reporter gene (comprising 
a NOVX-responsive regulatory element operatively linked to a nucleic acid encoding a 
detectable marker, e.g., luciferase), or detecting a cellular response, for example, cell 

15 survival, cellular differentiation, or cell proliferation. 

In yet another embodiment, an assay of the invention is a cell-free assay comprising 
contacting a NOVX protein or biologically-active portion thereof with a test compound and 
determining the ability of the test compound to bind to the NOVX protein or 
biologically-active portion thereof. Binding of the test compound to the NOVX protein can 

20 be determined either directly or indirectly as described above. In one such embodiment, the 
assay comprises contacting the NOVX protein or biologically-active portion thereof with a 
known compound which binds NOVX to form an assay mixture, contacting the assay 
mixture with a test compound, and determining the ability of the test compound to interact 
with a NOVX protein, wherein determining the ability of the test compound to interact with 

25 a NOVX protein comprises determining the ability of the test compound to preferentially 
bind to NOVX or biologically-active portion thereof as compared to the known compound. 

In still another embodiment, an assay is a cell-free assay comprising contacting 
NOVX protein or biologically-active portion thereof with a test compound and determining 
the ability of the test compound to modulate (e.g. stimulate or inhibit) the activity of the 
30 NOVX protein or biologically-active portion thereof. Determining the ability of the test 
compound to modulate the activity of NOVX can be accomplished, for example, by 
determining the ability of the NOVX protein to bind to a NOVX target molecule by one of 
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the methods described above for determining direct binding. In an alternative embodiment, 
determining the ability of the test compound to modulate the activity of NOVX protein can 
be accomplished by determining the ability of the NOVX protein further modulate a NOVX 
target molecule. For example, the catalytic/enzymatic activity of the target molecule on an 
5 appropriate substrate can be determined as described, supra. 

In yet another embodiment, the cell-free assay comprises contacting the NOVX 
protein or biologically-active portion thereof with a known compound which binds NOVX 
protein to form an assay mixture, contacting the assay mixture with a test compound, and 
determining the ability of the test compound to interact with a NOVX protein, wherein 
10 determining the ability of the test compound to interact with a NOVX protein comprises 
determining the ability of the NOVX protein to preferentially bind to or modulate the 
activity of a NOVX target molecule. 

The cell-free assays of the invention are amenable to use of both the soluble form or 
the membrane-bound form of NOVX protein. In the case of cell-free assays comprising the 

1 5 membrane-bound form of NOVX protein, it may be desirable to utilize a solubilizing agent 
such that the membrane-bound form of NOVX protein is maintained in solution. Examples 
of such solubilizing agents include non-ionic detergents such as n-octylglucoside, 
n-dodecylglucoside. n-dodecylmaltoside, octanoyl-N-methylglucamide, 
decanoyl-N-methylglucamide, Triton*' X-100, Triton® X-l 14, Thesit*', 

20 Isotridecypoly(ethylene glycol ether),,, N-dodecyi-N,N-dimethyl-3-ammonio-l -propane 
sulfonate, 3-(3-choIamidopropyl) dimethylamminiol-l-propane sulfonate (CHAPS), or 
3-(3-cholamidopropyl)dimethylamminiol-2-hydroxy-l -propane sulfonate (CHAPSO). 

In more than one embodiment of the above assay methods of the invention, it may 
be desirable to immobilize either NOVX protein or its target molecule to facilitate 

25 separation of complexed from uncomplexed forms of one or both of the proteins, as well as 
to accommodate automation of the assay. Binding of a test compound to NOVX protein, or 
interaction of NOVX protein with a target molecule in the presence and absence of a 
candidate compound, can be accomplished in any vessel suitable for containing the 
reactants. Examples of such vessels include microtiter plates, test tubes, and 

30 micro-centrifuge tubes. In one embodiment, a fusion protein can be provided that adds a 
domain that allows one or both of the proteins to be bound to a matrix. For example, 
GST-NOVX fusion proteins or GST-target fusion proteins can be adsorbed onto glutathione 
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sepharose beads (Sigma Chemical, St. Louis, MO) or glutathione derivatized microtiter 
plates, that are then combined with the test compound or the test compound and either the 
non-adsorbed target protein or NOVX protein, and the mixture is incubated under 
conditions conducive to complex formation (e.g., at physiological conditions for salt and 
5 pH). Following incubation, the beads or microtiter plate wells are washed to remove any 
unbound components, the matrix immobilized in the case of beads, complex determined 
either directly or indirectly, for example, as described, supra. Alternatively, the complexes 
can be dissociated from the matrix, and the level of NOVX protein binding or activity 
determined using standard techniques. 

10 Other techniques for immobilizing proteins on matrices can also be used in the 

screening assays of the invention. For example, either the NOVX protein or its target 
molecule can be immobilized utilizing conjugation of biotin and streptavidin. Biotinylated 
NOVX protein or target molecules can be prepared from biotin-NHS 
(N-hydroxy-succinimide) using techniques well-known within the art {e.g., biotinylation kit, 

15 Pierce Chemicals, Rockford, III), and immobilized in the wells of streptavidin-coated 96 
well plates (Pierce Chemical). Alternatively, antibodies reactive with NOVX protein or 
target molecules, but which do not interfere with binding of the NOVX protein to its target 
molecule, can be derivatized to the wells of the plate, and unbound target or NOVX protein 
trapped in the wells by antibody conjugation. Methods for detecting such complexes, in 

20 addition to those described above for the GST-immobilized complexes, include 

immunodetection of complexes using antibodies reactive with the NOVX protein or target 
molecule, as well as enzyme-linked assays that rely on detecting an enzymatic activity- 
associated with the NOVX protein or target molecule. 

In another embodiment, modulators of NOVX protein expression are identified in a 
25 method wherein a cell is contacted with a candidate compound and the expression of 
NOVX mRNA or protein in the cell is determined. The level of expression of NOVX 
mRNA or protein in the presence of the candidate compound is compared to the level of 
expression of NOVX mRNA or protein in the absence of the candidate compound. The 
candidate compound can then be identified as a modulator of NOVX mRNA or protein 
30 expression based upon this comparison. For example, when expression of NOVX mRNA 
or protein is greater (i.e., statistically significantly greater) in the presence of the candidate 
compound than in its absence, the candidate compound is identified as a stimulator of 
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NOVX mRNA or protein expression. Alternatively, when expression of NOVX mRNA or 
protein is less (statistically significantly less) in the presence of the candidate compound 
than in its absence, the candidate compound is identified as an inhibitor of NOVX mRNA 
or protein expression. The level of NOVX mRNA or protein expression in the cells can be 
5 determined by methods described herein for detecting NOVX mRNA or protein. 

In yet another aspect of the invention, the NOVX proteins can be used as "bait 
proteins" in a two-hybrid assay or three hybrid assay {see, e.g., U.S. Patent No. 5,283,317; 
Zervos, et aL, 1993. Cell 72: 223-232; Madura, etai, 1993. J. Biol Client, 268: 
12046-12054; Bartel, etal, 1993. Biotechniqites 14: 920-924; Iwabuchi, et al, 1993. 
10 Oncogene 8: 1693-1696; and Brent WO 94/10300), to identify other proteins that bind to or 
interact with NOVX ("NOVX-binding proteins" or "NOVX-bp") and modulate NOVX 
activity. Such NOVX-binding proteins are also involved in the propagation of signals by 
the NOVX proteins as, for example, upstream or downstream elements of the NOVX 
pathway. 

1 5 The two-hybrid system is based on the modular nature of most transcription factors, 

which consist of separable DNA-binding and activation domains. Briefly, the assay utilizes 
two different DNA constructs. In one construct, the gene that codes for NOVX is fused to a 
gene encoding the DNA binding domain of a known transcription factor (e.g., GAL-4). In 
the other construct, a DNA sequence, from a library of DNA sequences, that encodes an 

20 unidentified protein ("prey" or "sample") is fused to a gene that codes for the activation 
domain of the known transcription factor. If the "bait" and the "prey" proteins are able to 
interact, in vivo, forming a NOVX-dependent complex, the DNA-binding and activation 
domains of the transcription factor are brought into close proximity. This proximity allows 
transcription of a reporter gene (e.g., LacZ) that is operably linked to a transcriptional 

25 regulatory site responsive to the transcription factor. Expression of the reporter gene can be 
detected and cell colonies containing the functional transcription factor can be isolated and 
used to obtain the cloned gene that encodes the protein which interacts with NOVX. 

The invention further pertains to novel agents identified by the aforementioned 
screening assays and uses thereof for treatments as described herein. 
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Detection Assays 

Portions or fragments of the cDNA sequences identified herein (and the 
corresponding complete gene sequences) can be used in numerous ways as polynucleotide 
reagents. By way of example, and not of limitation, these sequences can be used to: (/) map 
5 their respective genes on a chromosome; and, thus, locate gene regions associated with 
genetic disease; (//) identify an individual from a minute biological sample (tissue typing); 
and (in) aid in forensic identification of a biological sample. Some of these applications are 
described in the subsections, below. 

Chromosome Mapping 

10 Once the sequence (or a portion of the sequence) of a gene has been isolated, this 

sequence can be used to map the location of the gene on a chromosome. This process is 
called chromosome mapping. Accordingly, portions or fragments of the NOVX sequences 
of SEQ IDNO:2;?-l, wherein n is an integer between 1 and 127, or fragments or derivatives 
thereof, can be used to map the location of the NOVX genes, respectively, on a 

1 5 chromosome. The mapping of the NOVX sequences to chromosomes is an important first 
step in correlating these sequences with genes associated with disease. 

Briefly, NOVX genes can be mapped to chromosomes by preparing PCR primers 
(preferably 15-25 bp in length) from the NOVX sequences. Computer analysis of the 
NOVX, sequences can be used to rapidly select primers that do not span more than one 
20 exon in the genomic DNA, thus complicating the amplification process. These primers can 
then be used for PCR screening of somatic cell hybrids containing individual human 
chromosomes. Only those hybrids containing the human gene corresponding to the NOVX 
sequences will yield an amplified fragment. 

Somatic cell hybrids are prepared by fusing somatic cells from different mammals 
25 (e.g., human and mouse cells). As hybrids of human and mouse cells grow and divide, they 
gradually lose human chromosomes in random order, but retain the mouse chromosomes. 
By using media in which mouse cells cannot grow, because they lack a particular enzyme, 
but in which human cells can, the one human chromosome that contains the gene encoding 
the needed enzyme will be retained. By using various media, panels of hybrid cell lines can 
30 be established. Each cell line in a panel contains either a single human chromosome or a 
small number of human chromosomes, and a full set of mouse chromosomes, allowing easy 
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mapping of individual genes to specific human chromosomes. See, e.g., D'Eustachio, et al. 7 
1983. Science 220: 919-924. Somatic cell hybrids containing only fragments of human 
chromosomes can also be produced by using human chromosomes with translocations and 
deletions. 

5 PCR mapping of somatic cell hybrids is a rapid procedure for assigning a particular 

sequence to a particular chromosome. Three or more sequences can be assigned per day 
using a single thermal cycler. Using the NOVX sequences to design oligonucleotide 
primers, sub-localization can be achieved with panels of fragments from specific 
chromosomes. 

1 0 Fluorescence in situ hybridization (FISH) of a DNA sequence to a metaphase 

chromosomal spread can- further be used to provide a precise chromosomal location in one 
step. Chromosome spreads can be made using cells whose division has been blocked in 
metaphase by a chemical like colcemid that disrupts the mitotic spindle. The chromosomes 
can be treated briefly with trypsin, and then stained with Giemsa. A pattern of light and 

1 5 dark bands develops on each chromosome, so that the chromosomes can be identified 

individually. The FISH technique can be used with a DNA sequence as short as 500 or 600 
bases. However, clones larger than 1 ,000 bases have a higher likelihood of binding to a 
unique chromosomal location with sufficient signal intensity for simple detection. 
Preferably 1,000 bases, and more preferably 2,000 bases, will suffice to get good results at a 

20 reasonable amount of time. For a review of this technique, see, Verma, et al., HUMAN 
Chromosomes: A Manual of Basic Techniques (Pergamon Press, New York 1988). 

Reagents for chromosome mapping can be used individually to mark a single 
chromosome or a single site on that chromosome, or panels of reagents can be used for 
marking multiple sites and/or multiple chromosomes. Reagents corresponding to 
25 noncoding regions of the genes actually are preferred for mapping purposes. Coding 

sequences are more likely to be conserved within gene families, thus increasing the chance 
of cross hybridizations during chromosomal mapping. 

Once a sequence has been mapped to a precise chromosomal location, the physical 
position of the sequence on the chromosome can be correlated with genetic map data. Such 
30 data are found, e.g., in McKusick, Mendelian Inheritance in Man, available on-line 
through Johns Hopkins University Welch Medical Library). The relationship between 
genes and disease, mapped to the same chromosomal region, can then be identified through 
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linkage analysis (co-inheritance of physically adjacent genes), described in, e.g., Egeland, et 
t?/., mi. Nature, 325: 783-787. 

Moreover, differences in the DNA sequences between individuals affected and 
unaffected with a disease associated with the NOVX gene, can be determined. If a mutation 
5 is observed in some or all of the affected individuals but not in any unaffected individuals, 
then the mutation is likely to be the causative agent of the particular disease. Comparison of 
affected and unaffected individuals generally involves first looking for structural alterations 
in the chromosomes, such as deletions or translocations that are visible from chromosome 
spreads or detectable using PCR based on that DNA sequence. Ultimately, complete 
10 sequencing of genes from several individuals can be performed to confirm the presence of a 
mutation and to distinguish mutations from polymorphisms. 

Tissue Typing 

The NOVX sequences of the invention can also be used to identify individuals from 
minute biological samples. In this technique, an individual's genomic DNA is digested with 
15 one or more restriction enzymes, and probed on a Southern blot to yield unique bands for 
identification. The sequences of the invention are useful as additional DNA markers for 
RFLP ("restriction fragment length polymorphisms," described in U.S. Patent No. 
5,272,057). 

Furthermore, the sequences of the invention can be used to provide an alternative 
20 technique that determines the actual base-by-base DNA sequence of selected portions of an 
individual's genome. Thus, the NOVX sequences described herein can be used to prepare 
two PCR primers from the 5'- and 3-termini of the sequences. These primers can then be 
used to amplify an individual's DNA and subsequently sequence it. 

Panels of corresponding DNA sequences from individuals, prepared in this manner, 
25 can provide unique individual identifications, as each individual will have a unique set of 
such DNA sequences due to allelic differences. The sequences of the invention can be used 
to obtain such identification sequences from individuals and from tissue. The NOVX 
sequences of the invention uniquely represent portions of the human genome. Allelic 
variation occurs to some degree in the coding regions of these sequences, and to a greater 
30 degree in the noncoding regions. It is estimated that allelic variation between individual 
humans occurs with a frequency of about once per each 500 bases. Much of the allelic 
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variation is due to single nucleotide polymorphisms (SNPs), which include restriction 
fragment length polymorphisms (RFLPs). 

Each of the sequences described herein can, to some degree, be used as a standard 
against which DNA from an individual can be compared for identification purposes. 
5 Because greater numbers of polymorphisms occur in the noncoding regions, fewer 
sequences are necessary to differentiate individuals. The noncoding sequences can 
comfortably provide positive individual identification with a panel of perhaps 10 to 1,000 
primers that each yield a noncoding amplified sequence of 100 bases. If coding sequences, 
such as those of SEQ ID NO:2«-l 9 wherein ;z is an integer between 1 and 127, are used, a 
10 more appropriate number of primers for positive individual identification would be 
500-2,000. 

Predictive Medicine 

The invention also pertains to the field of predictive medicine in which diagnostic 
assays, prognostic assays, pharmacogenomics, and monitoring clinical trials are used for 

1 5 prognostic (predictive) purposes to thereby treat an individual prophylactically. 

Accordingly, one aspect of the invention relates to diagnostic assays for determining NOVX 
protein and/or nucleic acid expression as well as NOVX activity, in the context of a 
biological sample (e.g., blood, serum, cells, tissue) to thereby determine whether an 
individual is afflicted with a disease or disorder, or is at risk of developing a disorder, 

20 associated with aberrant NOVX expression or activity. The disorders include metabolic 

disorders, diabetes, obesity, infectious disease, anorexia, cancer-associated cachexia, cancer, 
neurodegenerative disorders, Alzheimer's Disease, Parkinson's Disorder, immune disorders, 
and hematopoietic disorders, and the various dyslipidemias, metabolic disturbances 
associated with obesity, the metabolic syndrome X and wasting disorders associated with 

25 chronic diseases and various cancers. The invention also provides for prognostic (or 

predictive) assays for determining whether an individual is at risk of developing a disorder 
associated with NOVX protein, nucleic acid expression or activity. For example, mutations 
in a NOVX gene can be assayed in a biological sample. Such assays can be used for 
prognostic or predictive purpose to thereby prophylactically treat an individual prior to the 

30 onset of a disorder characterized by or associated with NOVX protein, nucleic acid 
expression, or biological activity. 
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Another aspect of the invention provides methods for determining NOVX protein, 
nucleic acid expression or activity in an individual to thereby select appropriate therapeutic 
or prophylactic agents for that individual (referred to herein as "pharmacogenomics"). 
Pharmacogenomics allows for the selection of agents (e.g., drugs) for therapeutic or 
5 prophylactic treatment of an individual based on the genotype of the individual (e.g., the 
genotype of the individual examined to determine the ability of the individual to respond to 
a particular agent.) 

Yet another aspect of the invention pertains to monitoring the influence of agents 
(e.g., drugs, compounds) on the expression or activity of NOVX in clinical trials. 

10 These and other agents are described in further detail in the following sections. 

Diagnostic Assays 

An exemplary method for detecting the presence or absence of NOVX in a 
biological sample involves obtaining a biological sample from a test subject and contacting 
the biological sample with a compound or an agent capable of detecting NOVX protein or 

1 5 nucleic acid (e.g., mRNA, genomic DNA) that encodes NOVX protein such that the 
presence of NOVX is detected in the biological sample. An agent for detecting NOVX 
mRNA or genomic DNA is a labeled nucleic acid probe capable of hybridizing to NOVX 
mRNA or genomic DNA. The nucleic acid probe can be, for example, a full-length NOVX 
nucleic acid, such as the nucleic acid of SEQ ID NO:2/7-l , wherein n is an integer between 1 

20 and 127, or a portion thereof, such as an oligonucleotide of at least 15, 30, 50, 100, 250 or 
500 nucleotides in length and sufficient to specifically hybridize under stringent conditions 
to NOVX mRNA or genomic DNA. Other suitable probes for use in the diagnostic assays 
of the invention are described herein. 

An agent for detecting NOVX protein is an antibody capable of binding to NOVX 
25 protein, preferably an antibody with a detectable label. Antibodies can be polyclonal, or 
more preferably, monoclonal. An intact antibody, or a fragment thereof (e.g., Fab or 
F(ab')2) can be used. The term "labeled", with regard to the probe or antibody, is intended 
to encompass direct labeling of the probe or antibody by coupling (i.e., physically linking) a 
detectable substance to the probe or antibody, as well as indirect labeling of the probe or 
30 antibody by reactivity with another reagent that is directly labeled. Examples of indirect 
labeling include detection of a primary antibody using a fluorescently-labeled secondary 
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antibody and end-labeling of a DNA probe with biotin such that it can be detected with 
fluorescently-labeled streptavidin. The term "biological sample" is intended to include 
tissues, cells and biological fluids isolated from a subject, as well as tissues, cells and fluids 
present within a subject. That is, the detection method of the invention can be used to detect 
5 NOVX mRNA, protein, or genomic DNA in a biological sample in vitro as well as in vivo. 
For example, in vitro techniques for detection of NOVX mRNA include Northern 
hybridizations and in situ hybridizations. In vitro techniques for detection of NOVX protein 
include enzyme linked immunosorbent assays (ELISAs), Western blots, 
immunoprecipitations, and immunofluorescence. In vitro techniques for detection of 
10 NOVX genomic DNA include Southern hybridizations. Furthermore, in vivo techniques for 
detection of NOVX protein include introducing into a subject a labeled anti-NOVX 
antibody. For example, the antibody can be labeled with a radioactive marker whose 
presence and location in a subject can be detected by standard imaging techniques. 

In one embodiment, the biological sample contains protein molecules from the test 
15 subject. Alternatively, the biological sample can contain mRNA molecules from the test 
subject or genomic DNA molecules from the test subject. A preferred biological sample is 
a peripheral blood leukocyte sample isolated by conventional means from a subject. 

In another embodiment, the methods further involve obtaining a control biological 
sample from a control subject, contacting the control sample with a compound or agent 
20 capable of detecting NOVX protein, mRNA, or genomic DNA, such that the presence of 
NOVX protein, mRNA or genomic DNA is detected in the biological sample, and 
comparing the presence of NOVX protein, mRNA or genomic DNA in the control sample 
with the presence of NOVX protein, mRNA or genomic DNA in the test sample. 

The invention also encompasses kits for detecting the presence of NOVX in a 
25 biological sample. For example, the kit can comprise: a labeled compound or agent capable 
of detecting NOVX protein or mRNA in a biological sample; means for determining the 
amount of NOVX in the sample; and means for comparing the amount of NOVX in the 
sample with a standard. The compound or agent can be packaged in a suitable container. 
The kit can further comprise instructions for using the kit to detect NOVX protein or nucleic 
30 acid. 
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Prognostic Assays 

The diagnostic methods described herein can furthermore be utilized to identify 
subjects having or at risk of developing a disease or disorder associated with aberrant 
NOVX expression or activity. For example, the assays described herein, such as the 
5 preceding diagnostic assays or the following assays, can be utilized to identify a subject 
having or at risk of developing a disorder associated with NOVX protein, nucleic acid 
expression or activity. Alternatively, the prognostic assays can be utilized to identify a 
subject having or at risk for developing a disease or disorder. Thus, the invention provides 
a method for identifying a disease or disorder associated with aberrant NOVX expression or 

10 activity in which a test sample is obtained from a subject and NOVX protein or nucleic acid 
(e.g., mRNA, genomic DNA) is detected, wherein the presence of NOVX protein or nucleic 
acid is diagnostic for a subject having or at risk of developing a disease or disorder 
associated with aberrant NOVX expression or activity. As used herein, a "test sample" 
refers to a biological sample obtained from a subject of interest. For example, a test sample 

15 can be a biological fluid (e.g., serum), cell sample, or tissue. 

Furthermore, the prognostic assays described herein can be used to determine 
whether a subject can be administered an agent (e.g., an agonist, antagonist, 
peptidomimetic, protein, peptide, nucleic acid, small molecule, or other drug candidate) to 
treat a disease or disorder associated with aberrant NOVX expression or activity. For 

20 example, such methods can be used to determine whether a subject can be effectively 

treated with an agent for a disorder. Thus, the invention provides methods for determining 
whether a subject can be effectively treated with an agent for a disorder associated with 
aberrant NOVX expression or activity in which a test sample is obtained and NOVX protein 
or nucleic acid is detected (e.g., wherein the presence of NOVX protein or nucleic acid is 

25 diagnostic for a subject that can be administered the agent to treat a disorder associated with 
aberrant NOVX expression or activity). 

The methods of the invention can also be used to detect genetic lesions in a NOVX 
gene, thereby determining if a subject with the lesioned gene is at risk for a disorder 
characterized by aberrant cell proliferation and/or differentiation. In various embodiments, 
30 the methods include detecting, in a sample of cells from the subject, the presence or absence 
of a genetic lesion characterized by at least one of an alteration affecting the integrity of a 
gene encoding a NOVX-protein, or the misexpression of the NOVX gene. For example, 
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such genetic lesions can be detected by ascertaining the existence of at least one of: (/*) a 
deletion of one or more nucleotides from a NOVX gene; (//) an addition of one or more 
nucleotides to a NOVX gene; (///) a substitution of one or more nucleotides of a NOVX 
gene, (iv) a chromosomal rearrangement of a NOVX gene; (v) an alteration in the level of a 
5 messenger RNA transcript of a NOVX gene, (v/) aberrant modification of a NOVX gene, 
such as of the methylation pattern of the genomic DNA, (v/7) the presence of a 
non-wild-type splicing pattern of a messenger RNA transcript of a NOVX gene, (viii) a 
non-wild-type level of a NOVX protein, (ix) allelic loss of a NOVX gene, and (jc) 
inappropriate post-translational modification of a NOVX protein. As described herein, 
10 there are a large number of assay techniques known in the ait which can be used for 
detecting lesions in a NOVX gene. A preferred biological sample is a peripheral blood 
leukocyte sample isolated by conventional means from a subject. However, any biological 
sample containing nucleated cells may be used, including, for example, buccal mucosal 
cells. 

15 In certain embodiments, detection of the lesion involves the use of a probe/primer in 

a polymerase chain reaction (PCR) (see, e.g., U.S. Patent Nos. 4,683,195 and 4,683,202), 
such as anchor PCR or RACE PCR, or, alternatively, in a ligation chain reaction (LCR) 
(see, e.g., Landegran, et al, 1988. Science 241 : 1077-1080; and Nakazawa, el al, 1994. 
Proc. Natl. Acad. Sci. USA 91: 360-364), the latter of which can be particularly useful for 

20 detecting point mutations in the NOVX-gene (see, Abravaya, et al, 1995. NucL Acids Res. 
23: 675-682). This method can include the steps of collecting a sample of cells from a 
patient, isolating nucleic acid (e.g., genomic, mRNA or both) from the cells of the sample, 
contacting the nucleic acid sample with one or more primers that specifically hybridize to a 
NOVX gene under conditions such that hybridization and amplification of the NOVX gene 

25 (if present) occurs, and detecting the presence or absence of an amplification product, or 
detecting the size of the amplification product and comparing the length to a control sample. 
It is anticipated that PCR and/or LCR may be desirable to use as a preliminary amplification 
step in conjunction with any of the techniques used for detecting mutations described 
herein. 

30 Alternative amplification methods include: self sustained sequence replication (see, 

Guatelli, et al, 1990. Proc. Natl. Acad. Sci. USA 87: 1874-1878), transcriptional 
amplification system (see, Kwoh, et al, 1989. Proc. Natl Acad. Sci. USA 86: 1 173-1 177); 
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QP Replicase (see, LizardL et aL 1988. BioTeclmology 6: 1 197), or any other nucleic acid 
amplification method, followed by the detection of the amplified molecules using 
techniques well known to those of skill in the art. These detection schemes are especially 
useful for the detection of nucleic acid molecules if such molecules are present in very low 
5 numbers. 

In an alternative embodiment, mutations in a NOVX gene from a sample cell can be 
identified by alterations in restriction enzyme cleavage patterns. For example, sample and 
control DNA is isolated, amplified (optionally), digested with one or more restriction 
endonucleases, and fragment length sizes are determined by gel electrophoresis and 
10 compared. Differences in fragment length sizes between sample and control DNA indicates 
mutations in the sample DNA. Moreover, the use of sequence specific ribozymes (see, e.g., 
U.S. Patent No. 5,493,53 1 ) can be used to score for the presence of specific mutations by 
development or loss of a ribozyme cleavage site. 

In other embodiments., genetic mutations in NOVX can be identified by hybridizing 
15 a sample and control nucleic acids, e.g., DNA or RNA, to high-density arrays containing 
hundreds or thousands of oligonucleotides probes. See, e.g., Cronin, et aL, 1996, Human 
Mutation 7: 244-255; Kozal, et aL, 1996, Nat. Med. 2: 753-759. For example, genetic 
mutations in NOVX can be identified in two dimensional arrays containing light- generated 
DNA probes as described in Cronin, et aL, supra. Briefly, a first hybridization array of 
20 probes can be used to scan through long stretches of DNA in a sample and control to 
identify base changes between the sequences by making linear arrays of sequential 
overlapping probes. This step allows the identification of point mutations. This is followed 
by a second hybridization array that allows the characterization of specific mutations by 
using smaller, specialized probe arrays complementary to all variants or mutations detected. 
25 Each mutation array is composed of parallel probe sets, one complementary to the wild-type 
gene and the other complementary to the mutant gene. 

In yet another embodiment, any of a variety of sequencing reactions known in the art 
can be used to directly sequence the NOVX gene and detect mutations by comparing the 
sequence of the sample NOVX with the corresponding wild-type (control) sequence. 
30 Examples of sequencing reactions include those based on techniques developed by Maxim 
and Gilbert, 1977. Proc. Natl. Acad Sci. USA 74: 560 or Sanger, 1977. Proc. Natl. Acad. 
Sci. USA 74: 5463. It is also contemplated that any of a variety of automated sequencing 
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procedures can be utilized when performing the diagnostic assays (see, e.g., Naeve, et al., 
1995. Biotechniques 19: 448), including sequencing by mass spectrometry (see, e.g., PCT 
International Publication No. WO 94/16101 ; Cohen, et a!., 1996, Adv. Chromatography 36: 
127-162; and Griffin, etai, 1993. Appl. Biochem. Biotechnol 38: 147-159). 

5 Other methods for detecting mutations in the NOVX gene include methods in which 

protection from cleavage agents is used to detect mismatched bases in RNA/RNA or 
RNA/DNA heteroduplexes. See, e.g., Myers, et al., 1985. Science 230: 1242. In general, 
the art technique of "mismatch cleavage" starts by providing heteroduplexes of formed by 
hybridizing (labeled) RNA or DNA containing the wild-type NOVX sequence with 

1 0 potentially mutant RNA or DNA obtained from a tissue sample. The double-stranded 

duplexes are treated with an agent that cleaves single-stranded regions of the duplex such as 
which will exist due to basepair mismatches between the control and sample strands. For 
instance, RNA/DNA duplexes can be treated with RNase and DNA/DNA hybrids treated 
with Si nuclease to enzymatically digesting the mismatched regions. In other embodiments, 

15 either DNA/DNA or RNA/DNA duplexes can be treated with hydroxy lamine or osmium 
tetroxide and with piperidine in order to digest mismatched regions. After digestion of the 
mismatched regions, the resulting material is then separated by size on denaturing 
polyacrylamide gels to determine the site of mutation. See, e.g., Cotton, et al, 1988. Proc. 
Natl. Acad. Sci. USA 85: 4397; Saleeba, et al., 1992. Methods Enzymol. 217:286-295. In 

20 an embodiment, the control DNA or RNA can be labeled for detection. 

In still another embodiment, the mismatch cleavage reaction employs one or more 
proteins that recognize mismatched base pairs in double-stranded DNA (so called "DNA 
mismatch repair" enzymes) in defined systems for detecting and mapping point mutations in 
NOVX cDNAs obtained from samples of cells. For example, the mutY enzyme of E. coli 

25 cleaves A at G/A mismatches and the thymidine DNA glycosylase from HeLa cells cleaves 
T at G/T mismatches. See, e.g., Hsu 3 etaL, 1 994. Carcinogenesis 15: 1657-1662. 
According to an exemplary embodiment, a probe based on a NOVX sequence, e.g., a 
wild-type NOVX sequence, is hybridized to a cDNA or other DNA product from a test 
cell(s). The duplex is treated with a DNA mismatch repair enzyme, and the cleavage 

30 products, if any, can be detected from electrophoresis protocols or the like. See, e.g., U.S. 
Patent No. 5,459,039. 
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In other embodiments, alterations in electrophoretic mobility will be used to identify 
mutations in NOVX genes. For example, single strand conformation polymorphism (SSCP) 
may be used to detect differences in electrophoretic mobility between mutant and wild type 
nucleic acids. See, e.g., Orita, etal., 1989. Froc. Natl. Acad Sci. USA: 86: 2766; Cotton, 
5 1993. Mutat. Res. 285: 125-144; Hayashi, 1992. Genet. Anal. Tech. AppL 9: 73-79. 
Single-stranded DNA fragments of sample and control NOVX nucleic acids will be 
denatured and allowed to renature. The secondary structure of single-stranded nucleic acids 
varies according to sequence, the resulting alteration in electrophoretic mobility enables the 
detection of even a single base change. The DNA fragments may be labeled or detected 
10 with labeled probes. The sensitivity of the assay may be enhanced by using RNA (rather 
than DNA), in which the secondary structure is more sensitive to a change in sequence. In 
one embodiment, the subject method utilizes heteroduplex analysis to separate double 
stranded heteroduplex molecules on the basis of changes in electrophoretic mobility. See, 
e.g., Keen, et a/., 1991. Trends Genet. 7: 5. 

15 In yet another embodiment, the movement of mutant or wild-type fragments in 

polyacrylamide gels containing a gradient of denatiirant is assayed using denaturing 
gradient gel electrophoresis (DGGE). See, e.g., Myers, et ah, 1985. Nature 313: 495. 
When DGGE is used as the method of analysis, DNA will be modified to insure that it does 
not completely denature, for example by adding a GC clamp of approximately 40 bp of 

20 high-melting GC-rich DNA by PCR. In a further embodiment, a temperature gradient is 
used in place of a denaturing gradient to identify differences in the mobility of control and 
sample DNA. See, e.g., Rosenbaum and Reissner, 1987. Biophys. Chem. 265: 12753. 

Examples of other techniques for detecting point mutations include, but are not 
limited to, selective oligonucleotide hybridization, selective amplification, or selective 

25 primer extension. For example, oligonucleotide primers may be prepared in which the 

known mutation is placed centrally and then hybridized to target DNA under conditions that 
permit hybridization only if a perfect match is found. See, e.g., Saiki, et aL 1986. Nature 
324: 163; Saiki, et a!. y 1989. Proc. Natl. Acad. Sci. USA 86: 6230. Such allele specific 
oligonucleotides are hybridized to PCR amplified target DNA or a number of different 

30 mutations when the oligonucleotides are attached to the hybridizing membrane and 
hybridized with labeled target DNA. 
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Alternatively, allele specific amplification technology that depends on selective PCR 
amplification may be used in conjunction with the instant invention. Oligonucleotides used 
as primers for specific amplification may carry the mutation of interest in the center of the 
molecule (so that amplification depends on differential hybridization; see, e.g., Gibbs, et a/., 
5 1989. Nitcl Acids Res. 17: 2437-2448) or at the extreme 3'-terminus of one primer where, 
under appropriate conditions, mismatch can prevent, or reduce polymerase extension (see, 
e.g., Prossner, 1993. Tibtech. 11: 238). In addition it may be desirable to introduce a novel 
restriction site in the region of the mutation to create cleavage-based detection. See, e.g., 
Gasparini, et al, 1992. Mol. Cell Probes 6:1. It is anticipated that in certain embodiments 
10 amplification may also be performed using Tag ligase for amplification. See, e.g., Barany, 
1991. Proc. Natl Acad. Set USA 88: 189. In such cases, ligation will occur only if there is 
a perfect match at the 3'-terminus of the 5' sequence, making it possible to detect the 
presence of a known mutation at a specific site by looking for the presence or absence of 
amplification. 

1 5 The methods described herein may be performed, for example, by utilizing 

pre-packaged diagnostic kits comprising at least one probe nucleic acid or antibody reagent 
described herein, which may be conveniently used, e.g., in clinical settings to diagnose 
patients exhibiting symptoms or family history of a disease or illness involving a NOVX 
gene. 

20 Furthermore, any cell type or tissue, preferably peripheral blood leukocytes, in 

which NOVX is expressed may be utilized in the prognostic assays described herein. 
However, any biological sample containing nucleated cells may be used, including, for 
example, buccal mucosal cells. 

Pharmacogenomics 

25 Agents, or modulators that have a stimulatory or inhibitory effect on NOVX activity 

(e.g., NOVX gene expression), as identified by a screening assay described herein can be 
administered to individuals to treat (prophylactically or therapeutically) disorders. The 
disorders include but are not limited to, e.g., those diseases, disorders and conditions listed 
above, and more particularly include those diseases, disorders, or conditions associated with 

30 homologs of a NOVX protein, such as those summarized in Table A. 
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In conjunction with such treatment, the pharmacogenomics (i.e., the study of the 
relationship between an individual's genotype and that individual's response to a foreign 
compound or drug) of the individual may be considered. Differences in metabolism of 
therapeutics can lead to severe toxicity or therapeutic failure by altering the relation 
5 between dose and blood concentration of the pharmacologically active drug. Thus, the 
pharmacogenomics of the individual permits the selection of effective agents (e.g., drugs) 
for prophylactic or therapeutic treatments based on a consideration of the individual's 
genotype. Such pharmacogenomics can further be used to determine appropriate dosages 
and therapeutic regimens. Accordingly, the activity of NOVX protein, expression of NOVX 
10 nucleic acid, or mutation content of NOVX genes in an individual can be determined to 
thereby select appropriate agent(s) for therapeutic or prophylactic treatment of the 
individual. 

Pharmacogenomics deals with clinically significant hereditary variations in the 
response to drugs due to altered drug disposition and abnormal action in affected persons. 

15 See e.g., Eichelbaum, 1996, Clin. Exp. Pharmacol. Physiol., 23: 983-985; Linder, 1997. 
Clin. Chew., 43: 254-266. In general, two types of pharmacogenetic conditions can be 
differentiated. Genetic conditions transmitted as a single factor altering the way drugs act 
on the body (altered drug action) or genetic conditions transmitted as single factors altering 
the way the body acts on drugs (altered drug metabolism). These pharmacogenetic 

20 conditions can occur either as rare defects or as polymorphisms. For example, 
glucose-6-phosphate dehydrogenase (G6PD) deficiency is a common inherited 
enzymopathy in which the main clinical complication is hemolysis after ingestion of 
oxidant drugs (anti-malarials, sulfonamides, analgesics, nitrofurans) and consumption of 
fava beans. 

25 As an illustrative embodiment, the activity of drug metabolizing enzymes is a major 

determinant of both the intensity and duration of drug action. The discovery of genetic 
polymorphisms of drug metabolizing enzymes (e.g., N-acetyltransferase 2 (NAT 2) and 
cytochrome pregnancy zone protein precursor enzymes CYP2D6 and CYP2C19) has 
provided an explanation as to why some patients do not obtain the expected drug effects or 

30 show exaggerated drug response and serious toxicity after taking the standard and safe dose 
of a drug. These polymorphisms are expressed in two phenotypes in the population, the 
extensive metabolizer (EM) and poor metabolizer (PM). The prevalence of PM is different 
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among different populations. For example, the gene coding for CYP2D6 is highly 
polymorphic and several mutations have been identified in PM, which all lead to the 
absence of functional CYP2D6. Poor metaboiizers of CYP2D6 and CYP2C19 quite 
frequently experience exaggerated drug response and side effects when they receive 
5 standard doses. If a metabolite is the active therapeutic moiety, PM show no therapeutic 
response, as demonstrated for the analgesic effect of codeine mediated by its 
CYP2D6-formed metabolite morphine. At the other extreme are the so called ultra-rapid 
metaboiizers who do not respond to standard doses. Recently, the molecular basis of 
ultra-rapid metabolism has been identified to be due to CYP2D6 gene amplification. 

10 Thus, the activity of NOVX protein, expression of NOVX nucleic acid, or mutation 

content of NOVX genes in an individual can be determined to thereby select appropriate 
agent(s) for therapeutic or prophylactic treatment of the individual. In addition, 
pharmacogenetic studies can be used to apply genotyping of polymorphic alleles encoding 
drug-metabolizing enzymes to the identification of an individual's drug responsiveness 

1 5 phenotype. This knowledge, when applied to dosing or drug selection, can avoid adverse 
reactions or therapeutic failure and thus enhance therapeutic or prophylactic efficiency 
when treating a subject with a NOVX modulator, such as a modulator identified by one of 
the exemplary screening assays described herein. 

Monitoring of Effects During Clinical Trials 

20 Monitoring the influence of agents (e.g., drugs, compounds) on the expression or 

activity of NOVX (e.g., the ability to modulate aberrant cell proliferation and/or 
differentiation) can be applied not only in basic drug screening, but also in clinical trials. 
For example, the effectiveness of an agent determined by a screening assay as described 
herein to increase NOVX gene expression, protein levels, or upregulate NOVX activity, can 

25 be monitored in clinical trails of subjects exhibiting decreased NOVX gene expression, 
protein levels, or downregulated NOVX activity. Alternatively, the effectiveness of an 
agent determined by a screening assay to decrease NOVX gene expression, protein levels, 
or downregulate NOVX activity, can be monitored in clinical trails of subjects exhibiting 
increased NOVX gene expression, protein levels, or upregulated NOVX activity. In such 

30 clinical trials, the expression or activity of NOVX and, preferably, other genes that have 

been implicated in, for example, a cellular proliferation or immune disorder can be used as a 
"read out" or markers of the immune responsiveness of a particular cell. 
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By way of example, and not of limitation, genes, including NOVX, that are 
modulated in cells by treatment with an agent (e.g., compound, drug or small molecule) that 
modulates NOVX activity (e.g., identified in a screening assay as described herein) can be 
identified. Thus, to study the effect of agents on cellular proliferation disorders, for 
5 example, in a clinical trial, cells can be isolated and RNA prepared and analyzed for the 
levels of expression of NOVX and other genes implicated in the disorder. The levels of 
gene expression (/.<?., a gene expression pattern) can be quantified by Northern blot analysis 
or RT-PCR, as described herein, or alternatively by measuring the amount of protein 
produced, by one of the methods as described herein, or by measuring the levels of activity 
10 of NOVX or other genes. In this manner, the gene expression pattern can serve as a marker, 
indicative of the physiological response of the cells to the agent. Accordingly, this response 
state may be determined before, and at various points during, treatment of the individual 
with the agent. 

In one embodiment, the invention provides a method for monitoring the 
15 effectiveness of treatment of a subject with an agent (e.g., an agonist, antagonist, protein, 
peptide, peptidomimetic, nucleic acid, small molecule, or other drug candidate identified by 
the screening assays described herein) comprising the steps of (/) obtaining a 
pre-administration sample from a subject prior to administration of the agent; (//) detecting 
the level of expression of a NOVX protein, mRNA, or genomic DNA in the 

20 preadministration sample; (///) obtaining one or more post-administration samples from the 
subject; (/v) detecting the level of expression or activity of the NOVX protein, mRNA, or 
genomic DNA in the post-administration samples; (v) comparing the level of expression or 
activity of the NOVX protein, mRNA, or genomic DNA in the pre-administration sample 
with the NOVX protein, mRNA, or genomic DNA in the post administration sample or 

25 samples; and (vi) altering the administration of the agent to the subject accordingly. For 
example, increased administration of the agent may be desirable to increase the expression 
or activity of NOVX to higher levels than detected, i.e., to increase the effectiveness of the 
agent. Alternatively, decreased administration of the agent may be desirable to decrease 
expression or activity of NOVX to lower levels than detected, i.e., to decrease the 

30 effectiveness of the agent. 
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Methods of Treatment 

The invention provides for both prophylactic and therapeutic methods of treating a 
subject at risk of (or susceptible to) a disorder or having a disorder associated with aberrant 
NOVX expression or activity. The disorders include but are not limited to, e.g., those 
5 diseases, disorders and conditions listed above, and more particularly include those 
diseases, disorders, or conditions associated with homologs of a NOVX protein, such as 
those summarized in Table A. 

These methods of treatment will be discussed more fully, below. 

Diseases and Disorders 

Diseases and disorders that are characterized by increased (relative to a subject not 
suffering from the disease or disorder) levels or biological activity may be treated with 
Therapeutics that antagonize (i.e., reduce or inhibit) activity. Therapeutics that antagonize 
activity may be administered in a therapeutic or prophylactic manner. Therapeutics that 
may be utilized include, but are not limited to: (/) an aforementioned peptide, or analogs, 
derivatives, fragments or homologs thereof; (ii) antibodies to an aforementioned peptide; 
(Hi) nucleic acids encoding an aforementioned peptide; (iv) administration of antisense 
nucleic acid and nucleic acids that are "dysfunctional" (i.e., due to a heterologous insertion 
within the coding sequences of coding sequences to an aforementioned peptide) that are 
utilized to "knockout" endogenous function of an aforementioned peptide by homologous 
recombination (see, e.g., Capecchi, 1939. Science 244: 1288-1292); or (v) modulators (i.e., 
inhibitors, agonists and antagonists, including additional peptide mimetic of the invention 
or antibodies specific to a peptide of the invention) that alter the interaction between an 
aforementioned peptide and its binding partner. 

Diseases and disorders that are characterized by decreased (relative to a subject not 
suffering from the disease or disorder) levels or biological activity may be treated with 
Therapeutics that increase (i.e., are agonists to) activity. Therapeutics that upregulate 
activity may be administered in a therapeutic or prophylactic manner. Therapeutics that 
may be utilized include, but are not limited to, an aforementioned peptide, or analogs, 
derivatives, fragments or homologs thereof; or an agonist that increases bioavailability. 

Increased or decreased levels can be readily detected by quantifying peptide and/or 
RNA, by obtaining a patient tissue sample (e.g., from biopsy tissue) and assaying it in vitro 
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for RNA or peptide levels, structure and/or activity of the expressed peptides (or mRNAs of 
an aforementioned peptide). Methods that are well-known within the art include, but are 
not limited to, immunoassays (e.g., by Western blot analysis, immunoprecipitation followed 
by sodium dodecyl sulfate (SDS) polyacrylamide gel electrophoresis, 
5 immunocytochemistry, etc.) and/or hybridization assays to detect expression of mRNAs 
(e.g., Northern assays, dot blots, in situ hybridization, and the like). 

Prophylactic Methods 

In one aspect, the invention provides a method for preventing, in a subject, a disease 
or condition associated with an aberrant NOVX expression or activity, by administering to 

1 0 the subject an agent that modulates NOVX expression or at least one NOVX activity. 

Subjects at risk for a disease that is caused or contributed to by aberrant NOVX expression 
or activity can be identified by, for example, any or a combination of diagnostic or 
prognostic assays as described herein. Administration of a prophylactic agent can occur 
prior to the manifestation of symptoms characteristic of the NOVX aberrancy, such that a 

15 disease or disorder is prevented or, alternatively, delayed in its progression. Depending 
upon the type of NOVX aberrancy, for example, a NOVX agonist or NOVX antagonist 
agent can be used for treating the subject. The appropriate agent can be determined based 
on screening assays described herein. The prophylactic methods of the invention are further 
discussed in the following subsections. 

20 Therapeutic Methods 

Another aspect of the invention pertains to methods of modulating NOVX 
expression or activity for therapeutic purposes. The modulatory method of the invention 
involves contacting a cell with an agent that modulates one or more of the activities of 
NOVX protein activity associated with the cell. An agent that modulates NOVX protein 

25 activity can be an agent as described herein, such as a nucleic acid or a protein, a 

naturally-occurring cognate ligand of a NOVX protein, a peptide, a NOVX peptidomimetic, 
or other small molecule. In one embodiment, the agent stimulates one or more NOVX 
protein activity. Examples of such stimulatory agents include active NOVX protein and a 
nucleic acid molecule encoding NOVX that has been introduced into the cell. In another 

30 embodiment, the agent inhibits one or more NOVX protein activity. Examples of such 
inhibitory agents include antisense NOVX nucleic acid molecules and anti-NOVX 
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antibodies. These modulatory methods can be performed in vitro (e.g., by culturing the ceil 
with the agent) or, alternatively, in vivo (e.g., by administering the agent to a subject). As 
such, the invention provides methods of treating an individual afflicted with a disease or 
disorder characterized by aberrant expression or activity of a NOVX protein or nucleic acid 
5 molecule. In one embodiment, the method involves administering an agent (e.g., an agent 
identified by a screening assay described herein), or combination of agents that modulates 
(e.g., up-regulates or down-regulates) NOVX expression or activity. In another 
embodiment, the method involves administering a NOVX protein or nucleic acid molecule 
as therapy to compensate for reduced or aberrant NOVX expression or activity. 

10 Stimulation of NOVX activity is desirable in situations in which NOVX is 

abnormally downregulated and/or in which increased NOVX activity is likely to have a 
beneficial effect. One example of such a situation is where a subject has a disorder 
characterized by aberrant cell proliferation and/or differentiation (e.g., cancer or immune 
associated disorders). Another example of such a situation is where the subject has a 

15 gestational disease (e.g., preclampsia). 

Determination of the Biological Effect of the Therapeutic 

In various embodiments of the invention, suitable in vitro or in vivo assays are 
performed to determine the effect of a specific Therapeutic and whether its administration is 
indicated for treatment of the affected tissue. 

20 In various specific embodiments, in vitro assays may be performed with 

representative cells of the type(s) involved in the patient's disorder, to determine if a given 
Therapeutic exerts the desired effect upon the cell type(s). Compounds for use in therapy 
may be tested in suitable animal model systems including, but not limited to rats, mice, 
chicken, cows, monkeys, rabbits, and the like, prior to testing in human subjects. Similarly, 

25 for in vivo testing, any of the animal model system known in the art may be used prior to 
administration to human subjects. 

Prophylactic and Therapeutic Uses of the Compositions of the Invention 

The NOVX nucleic acids and proteins of the invention are useful in potential 
prophylactic and therapeutic applications implicated in a variety of disorders. The disorders 
30 include but are not limited to, e.g., those diseases, disorders and conditions listed above, and 
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more particularly include those diseases, disorders, or conditions associated with homologs 
of aNOVX protein, such as those summarized in Table A. 

As an example, a cDNA encoding the NOVX protein of the invention may be useful 
in gene therapy, and the protein may be useful when administered to a subject in need 
thereof. By way of non-limiting example, the compositions of the invention will have 
efficacy for treatment of patients suffering from diseases disorders, conditions and the like, 
including but not limited to those listed herein. 

Both the novel nucleic acid encoding the NOVX protein, and the NOVX protein of 
the invention, or fragments thereof, may also be useful in diagnostic applications, wherein 
the presence or amount of the nucleic acid or the protein are to be assessed. A further use 
could be as an anti-bacterial molecule (i.e., some peptides have been found to possess 
anti-bacterial properties). These materials are further useful in the generation of antibodies, 
which immunospecifically-bind to the novel substances of the invention for use in 
therapeutic or diagnostic methods. 

The invention will be further described in the following examples, which do not 
limit the scope of the invention described in the claims. 

EXAMPLES 

Example A: Polynucleotide and Polypeptide Sequences, and Homology Data 
Example 1. 

The NOV] clone was analyzed, and the nucleotide and encoded polypeptide 
sequences are shown in Table 1 A. 


Table 1AJVOV1 Sequence Analysis " * "J 

ISEQ [ID N O: y " ]698S bp J~ ~ 


GAAGAGCAAGAGGCAGGCTCAGCAA ATGGTTCAGCCCCAGTCCCCGGTGGCTGTCAGTCAA 


NOVla,CG108 

440-0 1 DNA j AG CAAG CC CG GTTGTT ATG AC AATG GAAAAC ACT AT C AG AT AAAT C AAC AG TG G G AG CG G A 

Sequence ! c ctacctaggtaatgtgttggtttgtacttgttatggaggaagccgaggttttaactgcga 
(aagtaaacctgaagctgaagagacttgctttgacaagtacactgggaacacttaccgagtg 
Jggtgacacttatgagcgtcctaaagactccatgatctgggactgtacctgcatcggggctg 
ggcgagggagaataagctgtaccatcgcaaaccgctgccatgaagggggtcagtcctacaa 
gattggtgacacctggaggagaccacatgagactggtggttacatgttagagtgtgtgtgt 
cttggtaatggaaaaggagaatggacctgcaagcccatagctgagaagtgttttgatcatg 
ctgctgggacttcctatgtggtcggagaaacgtgggagaagccctaccaaggctggatgat 
ggtagattgtacttgcctgggagaaggcagcggacgcatcacttgcacttctagaaataga 
tgcaacgatcaggacacaaggacatcctatagaattggagacacctggagcaagaaggata 
atcgaggaaacctgctccagtgcatctgcacaggcaacggccgaggagagtggaagtgtga 
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GAGGCACACCTCTGTGCAGACCACATCGAGCGGATCTGGCCCCTTCACCGATGTTCGTGCA 
GCTGTTTACCAACCGCAGCCTCACCCCCAGCCTCCTCCCTATGGCCACTGTGTCACAGACA 
GTGGTGTGGTCTACTCTGTGGGGATGCAGTGGTTGAAGACACAAGGAAATAAGCAAATGCT 
TTG CACGTG CCTGG GC AACGG AGTC AGCTGC C AAG AGA CAG C TGT AACCC AG ACTTACGGT 
GGCAACTTAAATGGAGAGCCATGTGTCTTACCATTCACCTACAATGGCAGGACGTTCTACT 
CCTGCACCACGGAAGGGCGACAGGACGGACATCTTTGGTGCAGCACAACTTCGAATTATGA 
GCAGGACCAGAAATACTCTTTCTGCACAGACCACACTGTTTTGGTTCAGACTCAAGGAGGA 
AATTC C AATGG TG CCTTGTGCC ACTT C CC CTTCCT AT AC AAC AAC C ACAATT AC ACTG ATT 
jGCACTTCTGAGGGCAGAAGAGACAACATGAAGTGGTGTGGGACCACACAGAACTATGATGC 
iCGACCAGAAGTTTGGGTTCTGCCCCATGGCTGCCCACGAGGAAATCTGCACAACCAATGAA 
GGGGTCATGTACCGCATTGGAGATCAGTGGGATAAGCAGCATGACATGGGTCACATGATGA 
GGTGCACGTGTGTTGGGAATGGTCGTGGGGAATGGACATGCATTGCCTACTCGCAACTTCG 
AGATCAGTGCATTGTTGATGACATCACTTACAATGTGAACGACACATTCCACAAGCGTCAT 
GAAGAGGGGCACATGCTGAACTGTACATGCTTCGGTCAGGGTCGGGGCAGGTGGAAGTGTG 
'ATCCCGTCGACCAATGCCAGGATTCAGAGACTGGGACGTTTTATCAAATTGGAGATTCATG 
■GGAGAAGTATGTGCATGGTGTCAGATACCAGTGCTACTGCTATGGCCGTGGCATTGGGGAG 
TGGCATTGCCAACCTTTACAGACCTATCCAAGCTCAAGTGGTCCTGTCGAAGTATTTATCA 
| CTGAGACTCCGAGTCAGCCCAACTCCCACCCCATCCAGTGGAATGCACCACAGCCATCTCA 
CATTTCCAAGTACATTCTCAGGTGGAGACCTAAAAATTCTGTAGGCCGTTGGAAGGAAGCT 
jACCATACCAGGCCACTTAAACTCCTACACCATCAAAGGCCTGAAGCCTGGTGTGGTATACG 
jAGGGCCAGCTCATCAGCATCCAGCAGTACGGCCACCAAGAAGTGACTCGCTTTGACTTCAC 
CACCACCAGCACCAGCACACCTGTGACCAGCAACACCGTGACAGGAGAGACGACTCCCTTT 
TCTCCTCTTGTGGCCACTTCTGAATCTGTGACCGAAATCACAGCCAGTAGCTTTGTGGTCT 
CCTGGGTCTCAGCTTCCGACACCGTGTCGGGATTCCGGGTGGAATATGAGCTGAGTGAGGA 
GGGAGATGAGCCACAGTACCTGGATCTTCCAAGCACAGCCACTTCTGTGAACATCCCTGAC 
CTGCTTCCTGGCCGAAAATACATTGTAAATGTCTATCAGATATCTGAGGATGGGGAGCAGA 
GTTTGATCCTGTCTACTTCACAAACAACAGCGCCTGATGCCCCTCCTGACCCGACTGTGGA 
CCAAGTTGATGACACCTCAATTGTTGTTCGCTGGAGCAGACCCCAGGCTCCCATCACAGGG 
T A C AG AAT AGTCT ATT CG C C ATC AGT AGAAG GT AG C AG C AC AG AACTC AAC CTTC CTG AAA 
CTGCAAACTCCGTCACCCTCAGTGACTTGCAACCTGGTGTTCAGTATAACATCACTATCTA 
TGCTGTGGAAGAAAATCAAGAAAGTACACCTGTTGTCATTCAACAAGAAACCACTGGCACC 
CCACGCTCAGATACAGTGCCCTCTCCCAGGGACCTGCAGTTTGTGGAAGTGACAGACGTGA 
AGGTCACCATCATGTGGACACCGCCTGAGAGTGCAGTGACCGGCTACCGTGTGGATGTGAT 
CCCCGTCAACCTGCCTGGCGAGCACGGGCAGAGGCTGCCCATCAGCAGGAACACCTTTGCA 
GAAGTCACCGGGCTGTCCCCTGGGGTCACCTATTACTTCAAAGTCTTTGCAGTGAGCCATG 
GGAGGGAGAGCAAGCCTCTGACTGCTCAACAGACAACCAAACTGGATGCTCCCACTAACCT 
CCAGTTTGTCAATGAAACTGATTCTACTGTCCTGGTGAGATGGACTCCACCTCGGGCCCAG 
ATAACAGGATACCGACTGACCGTGGGCCTTACCCGAAGAGGCCAGCCCAGGCAGTACAATG 
TGGGTCCCTCTGTCTCCAAGTACCCCCTGAGGAATCTGCAGCCTGCATCTGAGTACACCGT 
ATCCCTCGTGGCCATAAAGGGCAACCAAGAGAGCCCCAAAGCCACTGGAGTCTTTACCACA 
CTGCAGCCTGGGAGCTCTATTCCACCTTACAACACCGAGGTGACTGAGACCACCATCGTGA 
TCACATGGACGCCTGCTCCAAGAATTGGTTTTAAGCTGGGTGTACGACCAAGCCAGGGAGG 
AGAGGCACCACGAGAAGTGACTTCAGACTCAGGAAGCATCGTTGTGTCCGGCTTGACTCCA 
GGAGTAGAATACGTCTACACCATCCAAGTCCTGAGAGATGGACAGGAAAGAGATGCGCCAA 
|TTGTAAACAAAGTGGTGACACCATTGTCTCCACCAACAAACTTGCATCTGGAGGCAAACCC 
jTGACACTGGAGTGCTCACAGTCTCCTGGGAGAGGAGCACCACCCCAGACATTACTGGTTAT 
AGAATTACCACAACCCCTACAAACGGCCAGCAGGGAAATTCTTTGGAAGAAGTGGTCCATG 
CTGATCAGAGCTCCTGCACTTTTGATAACCTGAGTCCCGGCCTGGAGTACAATGTCAGTGT 
TTACACTGTCAAGGATGACAAGGAAAGTGTCCCTATCTCTGATACCATCATCCCAGCTGTT 
i GCTCCTCCCACTGACCTGCGATTCACCAACATTGGTCCAGACACCATGCGTGTCACCTGGG 
;CTCCACCCCCATCCATTGATTTAACCAACTTCCTGGTGCGTTACTCACCTGTGAAAAATGA 
GGAAGATGTTGCAGAGTTGTCAATTTCTCCTTCAGACAATGCAGTGGTCTTAACAAATCTC 
CTGCCTGGTACAGAATATGTAGTGAGTGTCTCCAGTGTCTACGAACAACATGAGAGCACAC 
CTCTTAGAGGAAGACAGAAAACAGGTCTTGATTCCCCAACTGGCATTGACTTTTCTGATAT 
TACTGCCAACTCTTTTACTGTGCACTGGATTGCTCCTCGAGCCACCATCACTGGCTACAGG 
ATCCGCCATCATCCCGAGCACTTCAGTGGGAGACCTCGAGAAGATCGGGTGCCCCACTCTC 
GGAATTCCATCACCCTCACCAACCTCACTCCAGGCACAGAGTATGTGGTCAGCATCGTTGC 
TCTTAATGGCAGAGAGGAAAGTCCCTTATTGATTGGCCAACAATCAACAGTTTCTGATGTT 
CCGAGGGACCTGGAAGTTGTTGCTGCGACCCCCACCAGCCTACTGATCAGCTGGGATGCTC 
CTGCTGTCACAGTGAGATATTACAGGATCACTTACGGAGAAACAGGAGGAAATAGCCCTGT 
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CCAGGAGTTCACTGTGCCTGGGAGCAAGTCTACAGCTACCATCAGCGGCCTTAAACCTGGA 
GTTGATTATACCATCACTGTGTATGCTGTCACTGGCCGTGGAGACAGCCCCGCAAGCAGCA 
AGCCAATTTCCATTAATTACCGAACAGAAATTGACAAACCATCCCAGATGCAAGTGACCGA 
TGTTCAGGACAACAGCATTAGTGTCAAGTGGCTGCCTTCAAGTTCCCCTGTTACTGGTTAC 
AGAGTAACCACCACTCCCAAAAATGGACCAGGACCAACAAAAACTAAAACTGCAGGTCCAG 
ATCAAACAGAAATGACTATTGAAGGCTTGCAGCCCACAGTGGAGTATGTGGTTAGTGTCTA 
TGCTCAGAATCCAAGCGGAGAGAGTCAGCCTCTGGTTCAGACTGCAGTAACCAACATTGAT 
CGCCCTAAAGGACTGGCATTCACTGATGTGGATGTCGATTCCATCAAAATTGCTTGGGAAA 
GCCCACAGGGGCAAGTTTCCAGGTACAGGGTGACCTACTCGAGCCCTGAGGATGGAATCCA 
TGAGCTATTCCCTGCACCTGATGGTGAAGAAGACACTGCAGAGCTGCAAGGCCTCAGACCG 
GGTTCTGAGTACACAGTCAGTGTGGTTGCCTTGCACGATGATATGGAGAGCCAGCCCCTGA 
TTGGAACCCAGTCCACAGCTATTCCTGCACCAACTGACCTGAAGTTCACTCAGGTCACACC 
CACAAGCCTGAGCGCCCAGTGGACACCACCCAATGTTCAGCTCACTGGATATCGAGTGCGG 
GTGACCCCCAAGGAGAAGACCGGACCAATGAAAGAAATCAACCTTGCTCCTGACAGCTCAT 
CCGTGGTTGTATCAGGACTTATGGTGGCCACCAAATATGAAGTGAGTGTCTATGCTCTTAA 
GGACACTTTGACAAGCAGACCAGCTCAGGGTGTTGTCACCACTCTGGAGAATGTCAGCCCA 
CCAAGAAGGGCTCGTGTGACAGATGCTACTGAGACCACCATCACCATTAGCTGGAGAACCA 
AG ACTG AG A CG ATCACTG G CTTC C AAGTTG ATG C CGTT CC AGCC AATG G C C AG ACTC C AAT 
CCAGAGAACCATCAAGCCAGATGTCAGAAGCTACACCATCACAGGTTTACAACCAGGCACT 
GACTACAAGATCTACCTGTACACCTTGAATGACAATGCTCGGAGCTCCCCTGTGGTCATCG 
ACGCCTCCACTGCCATTGATGCACCATCCAACCTGCGTTTCCTGGCCACCACACCCAATTC 
CTTGCTGGTATCATGGCAGCCGCCACGTGCCAGGATTACCGGCTACATCATCAAGTATGAG 
AAGCCTGGGTCTCCTCCCAGAGAAGTGGTCCCTCGGCCCCGCCCTGGTGTCACAGAGGCTA 
;i CT ATT ACTG G CCTG G AAC CGGG AAC C G AAT AT AC AATTTATGT CATTG C C CTG AAG AAT AA 
;TCAGAAGAGCGAGCCCCTGATTGGAAGGAAAAAGACAGACGAGCTTCCCCAACTGGTAACC 
CTTCCACACCCCAATCTTCATGGACCAGAGATCTTGGATGTTCCTTCCACAGTTCAAAAGA 
CCCCTTTCGTCACCCACCCTGGGTATGACACTGGAAATGGTATTCAGCTTCCTGGCACTTC 
TGGTCAGCAACCCAGTGTTGGGCAACAAATGATCTTTGAGGAACATGGTTTTAGGCGGACC 
ACACCGCCCACAACGGCCACCCCCATAAGGCATAGGCCAAGACCATACCCGCCGAATGTAG 
GACAAGAAGCTCTCTCTCAGACAACCATCTCATGGGCCCCATTCCAGGACACTTCTGAGTA 
CATCATTTCATGTCATCCTGTTGGCACTGATGAAGAACCCTTACAGTTCAGGGTTCCTGGA 
ACTTCTACCAGTGCCACTCTGACAGGCCTCACCAGAGGTGCCACCTACAACATCATAGTGG 
AGGCACTGAAAGACCAGCAGAGGCATAAGGTTCGGGAAGAGGTTGTTACCGTGGGCAACTC 
TGTCAACGAAGGCTTGAACCAACCTACGGATGACTCGTGCTTTGACCCCTACACAGTTTCC 
] C ATT ATG CCGTTG G AG ATG AGTG GG AACG AATGTC TG AAT C AG G CTTT AAA CTG TTGTG C C 
jAGTGCTTAGGCTTTGGAAGTGGTCATTTCAGATGTGATTCATCTAGATGGTGCCATGACAA 
^TGGTGTGAACTACAAGATTGGAGAGAAGTGGGACCGTCAGGGAGAAAATGGCCAGATGATG 
jAGCTGCACATGTCTTGGGAACGGAAAAGGAGAATTCAAGTGTGACCCTCATGAGGCAACGT 
:GTTACGATGATGGGAAGACATACCACGTAGGAGAACAGTGGCAGAAGGAATATCTCGGTGC 
CATTTGCTCCTGCACATGCTTTGGAGGCCAGCGGGGCTGGCGCTGTGACAACTGCCGCAGA 
CCTGGGGGTGAACCCAGTCCCGAAGGCACTACTGGCCAGTCCTACAACCAGTATTCTCAGA 
G AT ACC AT CAG AG AA C AAACACT AATGTT AAT TG CC C AATTG AGTG CTT C AT G C CTTT AG A 
TGT A C AGG CTG AC A G AG AAG ATT C CCG AGAGT AA 


ziz::: 


|ORF Stop: TAA at 6986 


f jORF Start: ATG at 26 

, ^.HQP.^9i2 J23 20aa [MWaJt255732.8kD 

NOV 1 a,CG 1 08 |m vqpqs pvavsqskpgcydngioiyqinqqwertylg wlvctcygg¥rgfnces kpeaeet 


440-01 Protein 
Sequence 


cfdkytgntyrvgdtyerpkdsmiwdctcigagrgrisctianrcheggqsykigdtwrrp 
hetggymlecvclgngkgewtckpiaekcfdhaagtsywgetwekpyqgwmmvdctclge 
gsgritctsrnrcndqdtrtsyrigdtwskkdnrgnllqcictgngrgewkcbrhtsvqtt 
ssgsgpftdvraavyqpqphpqpppyghcvtdsgwysvgmqwlktqgnkqmlctclgngv 
scqetavtqtyggnlngepcvlpftyngrtfyscttegrqdghlwcsttsnyeqdqkysfc 
tdhtvlvqtqggnsngalchfpflynnhnytdctsegrrdnmkwcgttqnydadqkfgfcp 
maaheeicttnegvmyrigdqwdkqhdmghmmrctcvgngrgewtciaysqlrdqcivddi 
tynvndtfhkrheeghmlnctcfgqgrgrwkcdpvdqcqdsetgtfyqigdswekyvhgvr 
yqcycygrgigewhcqplqtypsssgpvevfitetpsqpnshpiqwnapqpshiskyilrw 

RPKNSVGRWKEATIPGHLNSYTIKGIjKPGWYEGQLISIQQYGHQEVTRFDFTTTSTSTPV 
TSNTVTGETTPFSPLVATSESVTEITASSFWSWVSASDTVSGFRVEYELSEEGDEPQYLD 
LPSTATSVNIPDLLPGRKYIVNVYQISEDGEQSLILSTSQTTAPDAPPDPTVDQVDDTSIV 
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VRWSRPQAPITGYRIVYSPSVEGSSTELNLPETANSVTLSDLQPGVQYNITIYAVEENQES 
TPWIQQETTGTPRSDTVPSPRDLQFVBVTDVKVTIMWTPPESAVTGYRVDVIPVNLPGEH 
GQRLPISRNTFAEVTGLSPGVTYYFKVFAVSHGRESKPLTAQQTTKLDAPTNLQFVNETDS 
TVLVRWTPPRAQITGYRLTVGLTRRGQPRQYNVGPSVSKYPLRNLQPASEYTVSLVAIKGN 
QESPKATGVFTTLQPGSSIPPYNTEVTETTIVITWTPAPRIGFKLGVRPSQGGEAPREVTS 
DSGSIWSGLTPGVEYVYTIQVLRDGQERDAPIVNKWTPLSPPTNLHLEANPDTGVLTVS 
WERSTTPDITGYRITTTPTNGQQGNSLEEWHADQSSCTFDNLSPGLEYNVSVYTVKDDKE 
SVPISDTIIPAVPPPTDLRFTNIGPDTMRVTWAPPPSIDLTNFLVRYS PVKNEEDVAELSI 
SPSDNAWLTNLLPGTEYWSVSSVYEQHESTPLRGRQKTGLDSPTGIDFSDITANSFTVH 
WIAPRATITGYRIRHHPEHFSGRPREDRVPHSRNSITLTNLTPGTEYWSIVALNGREESP 
LLIGQQSTVSDVPRDLEWAATPTSLLISWDAPAVTVRYYRITYGETGGNS PVQEFTVPGS 
KSTATISGIiKPGVDYTITVYAVTGRGDSPASSKPISINYRTEIDKPSQMQVTDVQDNSISV 
KWLPSSSPVTGYRVTTTPKNGPGPTKTKTAGPDQTBMTIEGLQPTVEYWSVYAQNPSGES 
QPLVQTAVTNIDRPKGLAFTDVDVDSIKIAVJESPQGQVSRYRVTYSSPEDGIHELFPAPDG 
EEDTAELQGLRPGSEYTVSWALHDDMESQPLIGTQSTAIPAPTDLKFTQVTPTSLSAQWT 
PPNVQLTGYRVRVTPKEKTGPMKEINLAPDSSSVWSGLMVATKYEVSVYALKDTLTSRPA 
QGWTTLENVSPPRRARVTDATETTITISWRTKTETITGFQVDAVPANGQTPIQRTIKPDV 
RSYTITGLQPGTDYKIYLYTLNDNARSSPWIDASTAIDAPSNLRFLATTPNSLLVSWQPP 
JRARITGYIIKYEKPGSPPREWPRPRPGVTEATITGLEPGTEYTIYVIALKNMQKSEPLIG 
RKKTDELPQLVTLPHPNLHGPEILDVPSTVQKTPFVTHPGYDTGNGIQLPGTSGQQPSVGQ 
QMIFEEHGFRRTTPPTTATPIRHRPRPYPPNVGQEALSQTTISWAPFQDTSEYIISCHPVG 
TDEEPLQFRVPGTSTSATLTGLTRGATYNIIVEALKDQQRHKVREEWTVGNSVNEGLNQP 
TDDSCPDPYTVSHYAVGDEWERMSESGFKLLCQCLGFGSGHFRCDSSRWCHDNGVNYKIGE 
KWDRQGENGQMMSCTCLGNGKGEFKCDPHEATCYDDGKTYHVGEQWQKEYLGAICSCTCFG 
GQRGWRCDNCRRPGGEPSPEGTTGQSYNQYSQRYHQRTNTNVNCPIECFMPLDVQADREDS 
RE 


jSEQ ID NO: 3 


|7361 bp 


NOV 1 b ? CG 1 08 TCAACATGCTTAGGGGTCCGGGGCCCGGGCTGCTGCTGCTGGCCGTCCAGTGCCT 
440-02 DNA ; AGCGGTGCCCTCCACGGGAGCCTCGAAGAGCAAGAGGCAGGCTCAGCAAATGGTTCAGCCC 

;Sequence |cagtccccggtggctgtcagtcaaagcaagcccggttgttatgacaatggaaaacactatc 

IAGATAAATCAACAGTGGGAGCGGACCTACCTAGGCAATGCGTTGGTTTGTACTTGTTATGG 
AGGAAGCCGAGGTTTTAACTGCGAGAGTAAACCTGAAGCTGAAGAGACTTGCTTTGACAAG 
TACACTGGGAACACTTACCGAGTGGGTGACACTTATGAGCGTCCTAAAGACTCCATGATCT 
GGGACTGTACCTGCATCGGGGCTGGGCGAGGGAGAATAAGCTGTACCATCGCAAACCGCTG 
CCATGAAGGGGGTCAGTCCTACAAGATTGGTGACACCTGGAGGAGACCACATGAGACTGGT 
GGTTACATGTTAGAGTGTGTGTGTCTTGGTAATGGAAAAGGAGAATGGACCTGCAAGCCCA 
TAGCTGAGAAGTGTTTTGATCATGCTGCTGGGACTTCCTATGTGGTCGGAGAAACGTGGGA 
jGAAGCCCTACCAAGGCTGGATGATGGTAGATTGTACTTGCCTGGGAGAAGGCAGCGGACGC 
AT CA CTTG C ACTT CTAG AAAT AG ATG C AA CG AT C AG G A C AC AAG G ACATCCT AT AG AATTG 
GAGACACCTGGAGCAAGAAGGATAATCGAGGAAACCTGCTCCAGTGCATCTGCACAGGCAA 
CGGCCGAGGAGAGTGGAAGTGTGAGAGGCACACCTCTGTGCAGACCACATCGAGCGGATCT 
GGCCCCTTCACCGATGTTCGTGCAGCTGTTTACCAACCGCAGCCTCACCCCCAGCCTCCTC 
CCTATGGCCACTGTGTCACAGACAGTGGTGTGGTCTACTCTGTGGGGATGCAGTGGCTGAA 
GACACAAGGAAATAAGCAAATGCTTTGCACGTGCCTGGGCAACGGAGTCAGCTGCCAAGAG 
ACAGCTGTAACCCAGACTTACGGTGGCAACTCAAATGGAGAGCCATGTGTCTTACCATTCA 
CCTACAATGGCAGGACGTTCTACTCCTGCACCACAGAAGGGCGACAGGACGGACATCTTTG 
GTGCAGCACAACTTCGAATTATGAGCAGGACCAGAAATACTCTTTCTGCACAGACCACACT 
GTTTTGGTTCAGACTCGAGGAGGAAATTCCAATGGTGCCTTGTGCCACTTCCCCTTCCTAT 
ACAACAACCACAATTACACTGATTGCACTTCTGAGGGCAGAAGAGACAACATGAAGTGGTG 
TGGGACCACACAGAACTATGATGCCGACCAGAAGTTTGGGTTCTGCCCCATGGCTGCCCAC 
GAGGAAATCTGCACAACCAATGAAGGGGTCATGTACCGCATTGGAGATCAGTGGGATAAGC 
AGCATGACATGGGTCACATGATGAGGTGCACGTGTGTTGGGAATGGTCGTGGGGAATGGAC 
ATGCATTGCCTACTCGCAGCTTCGAGATCAGTGCATTGTTGATGACATCACTTACAATGTG 
AACGACACATTCCACAAGCGTCATGAAGAGGGGCACATGCTGAACTGTACATGCTTCGGTC 
AGGGTCGGGGCAGGTGGAAGTGTGATCCCGTCGACCAATGCCAGGATTCAGAGACTGGGAC 
GTTTTATCAAATTGGAGATTCATGGGAGAAGTATGTGCATGGTGTCAGATACCAGTGCTAC 
TGCTATGGCCGTGGCATTGGGGAGTGGCATTGCCAACCTTTACAGACCTATCCAAGCTCAA 
GTGGTCCTGTCGAAGTATTTATCACTGAGACTCCGAGTCAGCCCAACTCCCACCCCATCCA 
GTGGAATGCACCACAGCCATCTCACATTTCCAAGTACATTCTCAGGTGGAGACCTAAAAAT 
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TCTGTAGGCCGTTGGAAGGAAGCTACCATACCAGGCCACTTAAACTCCTACACCATCAAAG 

GCCTGAAGCCTGGTGTGGTATACGAGGGCCAGCTCATCAGCATCCAGCAGTACGGCCACCA 

AGAAGTGACTCGCTTTGACTTCACCACCACCAGCACCAGCACACCTGTGACCAGCAACACC 

GTGACAGGAGAGACGACTCCCTTTTCTCCTCTTGTGGCCACTTCTGAATCTGTGACCGAAA 

TCACAGCCAGTAGCTTTGTGGTCTCCTGGGTCTCAGCTTCCGACACCGTGTCGGGATTCCG 

GGTGGAATATGAGCTGAGTGAGGAGGGAGATGAGCCACAGTACCTGGATCTTCCAAGCACA 

GCCACTTCTGTGAACATCCCTGACCTGCTTCCTGGCCGAAAATACATTGTAAATGTCTATC 

AGATATCTGAGGATGGGGAGCAGAGTTTGATCCTGTCTACTTCACAAACAACAGCGCCTGA 

TGCCCCNCCTGACCCGACTGTGGACCAAGTTGATGACACCTCAATTGTTGTTCGCTGGAGC 

AGACCCCAGGCTCCCATCACAGGGTACAGAATAGTCTATTCGCCATCAGTAGAAGGTAGCA 

GCACAGAACTCAACCTTCCTGAAACTGCAAACTCCGTCACCCTCAGTGACTTGCAACCTGG 

TGTTCAGTATAACATCACTATCTATGCTGTGGAAGAAAATCAAGAAAGTACACCTGTTGTC 

ATTCAACAAGAAACCACTGGCACCCCACGCTCAGATACAGTGCCCTCTCCCAGGGACCTGC 

AGTTTGTGGAAGTGACAGACGTGAAGGTCACCATCATGTGGACACCGCCTGAGAGTGCAGT 

GACCGGCTACCGTGTGGATGTGATCCCCGTCAACCTGCCTGGCGAGCACGGGCAGAGGCTG 

CCCATCAGCAGGAACACCTTTGCAGAAGTCACCGGGCTGTCCCCTGGGGTCACCTATTACT 

TCAAAGTCTTTGCAGTGAGCCATGGGAGGGAGAGCAAGCCTCTGACTGCTCAACAGACAAC 

CAAACTGGATGCTCCCACTAACCTCCAGTTTGTCAATGAAACTGATTCTACTGTCCTGGTG 

AGATGGACTCCACCTCGGGCCCAGATAACAGGATACCGACTGACCGTGGGCCTTACCCGAA 

GAGGNCAGCCCAGGCAGTACAATGTGGGTCCCTCTGTCTCCAAGTACCCNCTGAGGAATCT 

GCAGCCTGCATbTGAGTACACCGTATCCCTCGTGGCCATAAAGGGCAACCAAGAGAGCCCC 

AAAGCCACTGGAGTCTTTACCACACTGCAGCCTGGGAGCTCTATTCCACCTTACAACACCG 

AGGTGACTGAGACCACCATTGTGATCACATGGACGCCTGCTCCAAGAATTGGTTTTAAGCT 

GGGTGTACGACCAAGCCAGGGAGGAGAGGCACCACGAGAAGTGACTTCAGACTCAGGAAGC 

ATCGTTGTGTCCGGCTTGACTCCAGGAGTAGAATACGTCTACACCATCCAAGTCCTGAGAG 

ATGGACAGGAAAGAGATGCGCCAATTGTAAACAAAGTGGTGACACCATTGTCTCCACCAAC 

AAACTTGCATCTGGAGGCAAACCCTGACACTGGAGTGCTCACAGTCTCCTGGGAGAGGAGC 

ACCACCCCAGACATTACTGGTTATAGAATTACCACAACCCCTACAAACGGCCAGCAGGGAA 

ATTCTTTGGAAGAAGTGGTCCATGCTGATCAGAGCTCCTGCACTTTTGATAACCTGAGTCC 

CGGC C TGG AG T ACAATG T C AGTGTTT A C AC TGT CAAGG ATG A C AAGG AAAGTGTC CCT AT C 

TCTGATACCATCATCCCAGAGGTGCCCCAACTCACTGACCTAAGCTTTGTTGATATAACCG 

ATTCAAGCATCGGCCTGAGGTGGACCCCGCTAAACTCTTCCACCATTATTGGGTACCGCAT 

CACAGTAGTTGCGGCAGGAGAAGGTATCCCTATTTTTGAAGATTTTGTGGACTCCTCAGTA 

GGATACTACACAGTCACAGGGCTGGAGCCGGGCATTGACTATGATATCAGCGTTATCACTC 

TCATTAATGGCGGCGAGAGTGCCCCTACTACACTGACACAACAAACGGCTGTTCCTCCTCC 

CACTGACCTGCGATTCACCAACATTGGTCCAGACACCATGCGTGTCACCTGGGCTCCACCC 

CCATCCATTGATTTAACCAACTTCCTGGTGCGTTACTCACCTGTGAAAAATGAGGAAGATG 

TTGCAGAGTTGTCAATTTCTCCTTCAGACAATGCAGTGGTCTTAACAAATCTCCTGCCTGG 

TACAGAATATGTAGTGAGTGTCTCCAGTGTCTACGAACAACATGAGAGCACACCTCTTAGA 

GG AAG AC AG AAAAC AGGTCTTG ATT C C CC AA CTG G C ATTG A CTTTT CTG AT ATT ACTG C C A 

ACTCTTTTACTGTGCACTGGATTGCTCCTCGAGCCACCATCACTGGCTACAGGATCCGCCA 

TCATCCCGAGCACTTCAGTGGGAGACCTCGAGAAGATCGGGTGCCCCACTCTCGGAATTCC 

ATCACCCTCACCAACCTCACTCCAGGCACAGAGTATGTGGTCAGCATCGTTGCTCTTAATG 

GCAGAGAGGAAAGTCCCTTATTGATTGGCCAACAATCAACAGTTTCTGATGTTCCGAGGGA 

CCTGGAAGTTGTTGCTGCGACCCCCACCAGCCTACTGATCAGCTGGGATGCTCCTGCTGTC 

ACAGTGAGATATTACAGGATCACTTACGGAGAAACAGGAGGAAATAGCCCTGTCCAGGAGT 

TCACTGTGCCTGGGAGCAAGTCTACAGCTACCATCAGCGGCCTTAAACCTGGAGTTGATTA 

TACCATCACTGTGTATGCTGTCACTGGCCGTGGAGACAGCCCCGCAAGCAGCAAGCCAATT 

TCCATTAATTACCGAACAGAAATTGACAAACCATCCCAGATGCAAGTGACCGATGTTCAGG 

ACAACAGCATTAGTGTCAAGTGGCTGCCTTCAAGTTCCCCTGTTACTGGTTACAGAGTAAC 

CACCACTCCCAAAAATGGACCAGGACCAACAAAAACTAAAACTGCAGGTCCAGATCAAACA 

GAAATGACTATTGAAGGCTTGCAGCCCACAGTGGAGTATGTGGTTAGTGTCTATGCTCAGA 

ATCCAAGCGGAGAGAGTCAGCCTCTGGTTCAGACTGCAGTAACCAACATTGATCGCCCTAA 

AGGACTGGCATTCACTGATGTGGATGTCGATTCCATCAAAATTGCTTGGGAAAGCCCACAG 

GGGCAAGTTTCCAGGTACAGGGTGACCTACTCGAGCCCTGAGGATGGAATCCATGAGCTAT 

TCCCTGCACCTGATGGTGAAGAAGACACTGCAGAGCTGCAAGGCCTCAGACCGGGTTCTGA 

GTACACAGTCAGTGTGGTTGCCTTGCACGATGATATGGAGAGCCAGCCCCTGATTGGAACC 

CAGTCCACAGCTATTCCTGCACCAACTGACCTGAAGTTCACTCAGGTCACACCCACAAGCC 

TGAGCGCCCAGTGGACACCACCCAATGTTCAGCTCACTGGATATCGAGTGCGGGTGACCCC 

5AA.QGAGAAGACCGGACCAATGAAAGAAATCAACCTTGCTCCTGACAGCTCATCCGTGGTT 
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GTATCAGGACTTATGGTGGCCACCAAATATGAAGTGAGTGTCTATGCTCTTAAGGACACTT 
•TGACAAGCAGACCAGCTCAGGGNGTTGTCACCACTCTGGAGAATGTCAGCCCACCAAGAAG 
GGCTCGTGTGACAGATGCTACTGAGACCACCATCACCATTAGCTGGAGAACCAAGACTGAG 
ACGATCACTGGCTTCCAAGTTGATGCCGTTCCAGCCAATGGCCAGACTCCAATCCAGAGAA 
CCATCAAGCCAGATGTCAGAAGCTACACCATCACAGGTTTACAACCAGGCACTGACTACAA 
GATCTACCTGTACACCTTGAATGACAATGCTCGGAGCTCCCCTGTGGTCATCGACGCCTCC 
ACTGCCATTGATGCACCATCCAACCTGCGTTTCCTGGCCACCACACCCAATTCCTTGCTGG 

tatcatggcagccgccacgtgccaggattaccggctacatcatcaagtatgagaagcctgg 
gtctcctcccagagaagtggtccctcggccccgccctggtgtcacagaggctactattact 
ggcctggaaccgggaaccgaatatacaatttatgtcattgccctgaagaataatcagaaga 
{gcgagcccctgattggaaggaaaaagacaggatggtgccatgacaatggtgtgaactacaa 

jGATTGGAGAGAAGTGGGACCGTCAGGGAGAAAATGGCCAGATGATGAGCTGCACATGTCTT 

jgggaacggaaaaggagaattcaagtgtgaccctcatgaggcaacgtgttatgatgatggga 
;agacataccacgtaggagaacagtggcagaaggaatatctcggtgccatttgctcctgcac 
atgctttggaggccagcggggctggcgctgtgacaactgccgcagacctgggggtgaaccc 
agtcccgaaggcactactggccagtcctacaaccagtattctcagagataccatcagagaa 
jcaaacactaatgttaattgcccaattgagtgcttcatgcctttagatgtacaggctgacag 
agaagattcccgagag taaatcatctttccaatccagaggaacaagcatgtctctctgcca 
agatccatctaaactggagtgatgttagcagacccagcttagagttcttctttctttctta 
agccctttgctctggaggaagttctccagcttcagctcaactcacagcttctccaagcatc 
j accctgggagtttcctgagggttttctcataaatgagggctgcacattgcctgttctgctt 
j c g aag t att c aat ac c g ct cagt atttt aaatg aagtg att ct aag attt ggtttgg g atc 
j aataggaaagcatatgcagccaaccaagatgcaaatgttttgaaatgatatgaccaaaatt 
j ttaagtaggaaagtcacccaaacacttctgctttcacttaagtgtctggcccgcaatactg 
j taggaacaagcatgatcttgttactgtgatattttaaatatccacagtactcactttttcc 
j aaatgatcctagtaattgcctagaaatatctttctcttacctgttatttatcaatttttcc 
j cagtatttttatacggaaaaaattgtattgaaaacacttagtatgcagttgataagaggaa 

j TTTGGTATAATTATGGTGGGTGATTATTTTTTATACTGTATGTGCCAAAGCTTTACTACTG 

[tggaaagacaactgttttaataaaagatttacattccacaa 

. , lORF Star t: at 3 ~~F T^jORFSU)^ at 6663 '" 

j iSEQ IDNO:4 j 2220a a ' fMWat 243^01*0 

(NOVIb.CGlOS WLRGPGPGLLLLAVQCLGTAVPSTGASKSKRQAQQW 

440-02 Protein ;nqqwertylgnalvctcyggsrgfnceskpeaeetcfdkytgntyrvgdtyerpkdsmiwd 
Sequence Jctcigagrgrisctianrcheggqsykigdtwrrphetggymlecvclgngkgewtckpia 

jEKCFDHAAGTSYWGETWEKPYQGWMMVDCTCLGEGSGRITCTSRNRCNDQDTRTSYRIGD 
(TWSKKDNRGNLLQCICTGNGRGEWKCERHTSVQTTSSGSGPFTDVRAAVYQPQPHPQPPPY 
jGHCVTDSGWYSVGMQWLKTQGNKQMLCTCLGNGVSCQETAVTQTYGGNSNGEPCVLPFTY 
NGRTFYSCTTEGRQDGHLWCSTTSNYEQDQKYSFCTDHTVLVQTRGGNSNGALCHFPFLYN 
NHNYTDCTSEGRRDNMKWCGTTQNYDADQKPGFCPMAAHEEICTTNEGVMYRIGDQWDKQH 
DMGHMMRCTCVGNGRGEWTCIAYSQLRDQCIVDDITYNVNDTFHKRHEEGHMLNCTCFGQG 
RGRWKCDPVDQCQDSETGTFYQIGDSWEKYVHGVRYQCYCYGRGIGEWHCQPLQTYPSSSG 
PVEVFITETPSQPNSHPIQWNAPQPSHISKYILRWRPKNSVGRWKEATIPGHLNSYTIKGL 
KPG WYEGQL I S I QQ YGHQE VTR FDFTTTSTSTPVTSNTVTGETT P FS PLVATS ES VTE I T 
ASSFVVSWVSASDTVSGFRVEYELSEEGDEPQYLDLPSTATSVNIPDLLPGRKYIVNVYQI 
SEDGEQSLILSTSQTTAPDAPPDPTVDQVDDTSIWRWSRPQAPITGYRIVYSPSVEGSST 
ELNLPETANSVTLSDLQPGVQYNITIYAVEENQESTPWIQQETTGTPRSDTVPSPRDLQF 
VEVTDVKVTIMWTPPESAVTGYRVDVIPVNLPGEHGQRLPISRNTFAEVTGLS PGVTYYFK 
VFAVSHGRESKPLTAQQTTKLDAPTNLQFVNETDSTVLVRWTPPRAQITGYRLTVGLTRRG 
QPRQ YNVG P S VS KY P LRNLQ PAS E YT VS LVAI KGNQE S P KATG V FTTLQ PG S S I P P YNT E V 
TETTIVITWTPAPRIGFKLGVRPSQGGEAPREVTSDSGSIWSGLTPGVEYVYTIQVLRDG 
QERDAPIVNKWTPLSPPTNLHLEANPDTGVLTVSWERSTTPDITGYRITTTPTNGQQGNS 
LEEWHADQSSCTFDNLSPGLEYNVSVYTVKDDKESVPISDTIIPEVPQLTDLSFVDITDS 
SIGLRWTPLNSSTIIGYRITWAAGEGIPIFEDFVDSSVGYYTVTGLEPGIDYDISVITLI 
NGGESAPTTLTQQTAVPPPTDLRFTNIGPDTMRVTWAPPPSIDLTNFLVRYSPVKNEEDVA 
ELSISPSDNAWLTNLLPGTEYWSVSSVYEQHESTPLRGRQKTGLDSPTGIDFSDITANS 
FTVHWI APRATITGYRI RHHPEHFSGRPREDRVPHSRNS ITLTNLTPGTEY WS I VALNGR 
EES PLL I GQQSTVSDVPRDLE WAATPTS LL I S WDAPAVTVRYYR I TYGETGGNS P VQEFT 
. VPGSKSTATISGLKPGVDYTITVYAVTGRGDSPASSKPISINYRTEIDKPSQMQVTDVQDN 
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SISVKWLPSSSPVTGYRVTTTPKNGPGPTKTKTAGPDQTEMTIEGLQPTVEYWSVYAQNP 
SGESQPLVQTAVTNIDRPKGLAFTDVDVDSIKIAWESPQGQVSRYRVTYSSPEDGIHELFP 
jAPDGEEDTAELQGLRPGSEYTVSWALHDDMESQPLIGTQSTAIPAPTDLKFTQVTPTSLS 
AQWTPPNVQLTGYRVRVTPKEKTGPMKEINLAPDSSSVWSGLMVATKYEVSVYALKDTLT 
SRPAQGWTTLENVSPPRRARVTDATETTITISWRTKTETITGFQVDAVPANGQTPIQRTI 
KPDVRSYTITGLQPGTDYKIYLYTLNDNARSSPWIDASTAIDAPSNLRFLATTPNSLLVS 
WQPPRARITGYIIKYEKPGSPPREWPRPRPGVTEATITGLEPGTEYTIYVIALKNNQKSE 
PLIGRKKTGWCHDNGVNYKIGEKWDRQGENGQMMSCTCLGNGKGEFKCDPHEATCYDDGKT 
YHVGEQWQKEYLGAICSCTCFGGQRGWRCDNCRRPGGEPSPEGTTGQSYNQYSQRYHQRTN 
_ „ fc l TI<r v NCPIECFMPLDV QADR EDSRE 

Sequence comparison of the above protein sequences yields the following sequence 
relationships shown in Table IB. 


Table IB. Comparison of NOVla against NOVlb. 

Protein Sequence 

NOVla Residues/ | Identities/ 

Match Residues j Similarities for the Matched Region 

NOVlb 

1..I951 J 1370/1961 (69%) 
36.. 1987 j 1496/1961 (75%) 


Three polymorphic variants of NOVlb have been identified and are shown in Table 

41A 


Further analysis of the NOVla protein yielded the following properties shown in 
Table 1C. 


Table 1C. Protein Sequence Properties NOVla 

PSort analysis: 

0.8800 probability located in nucleus; 0.1695 probability located in lysosome 
(lumen); 0.1000 probability located in mitochondrial matrix space; 0.0000 
probability located in endoplasmic reticulum (membrane) 

SignalP analysis: 

No Known Signal Sequence Predicted 


A search of the NOVla protein against the Geneseq database, a proprietary database 
that contains sequences published in patents and patent publication, yielded several 
homologous proteins shown in Table ID. 


Table ID. Geneseq Results for NOVla 




Geneseq 
Identifier 

Protein/Organism/Length 
[Patent #, Date) 

NOVla 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for the 
Matched Region 

Expect 
Value 

! 

AAU74674 

Human fibronectin protein - 
Homo sapiens, 2324 aa. 
[WO200I87071-Al,22- 
NOV-200I] 

1..2320 
5..2324 

2320/2320(100%) 
2320/2320(100%) 

0.0 
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AAG6S182 

Fibronectin protein SEQ ID 
NO:98 - Homo sapiens, 
2328 aa. [WO200 177327- 
Al ? 1S-OCT-2001] 

L.2320 
9..232S 

2320/2320(100%) 
2320/2320(100%) 

J 

0.0 

AAR92778 

Human fibronectin - Homo 
sapiens, 2324 aa. 
[WO9604304-AI,15-FEB- 
1996] 

1..2320 
5..2324 

2318/2320 (99%) 
2318/2320(99%) 

0.0 

AAP70373 

Human fibronectin gene 
product - Homo sapiens, 
2327 aa. [EP207751-A, 07- 
JAN-1987] 

1..2320 
S..2327 

2318/2320 (99%) 
2318/2320 (99%) 

0.0 

AAM38649 

Human polypeptide SEQ ID 
NO 1 794 - Homo sapiens, 
2355 aa. [WO200153312- 
A1,26-JUL-2001] 

I. .2320 
36..2355 

2316/2320(99%) 
2317/2320 (99%) 

0.0 

i 

In a BLAST search of public sequence datbases, the NOVla protein was found to 
have homology to the proteins shown in the BLASTP data in Table IE. 

Table IE. Public BLASTP Results for NOVla 

Protein 

Accession 

Number 

j 

Pro tei n/O r ga n is m/Leng t h 

j 
j 

NOVla 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for the 
Matched Portion 

Expect j 
Value 

P02751 

Fibronectin precursor (FN) ! 
(Cold-insoluble globulin) 
(CIG) - Homo sapiens 
(Human), 2386 aa. 

1..2320 
36..23S6 

2318/2351 (98%) 
231S/2351 (98%) 

0.0 

FNHU 

fibronectin precursor 
[validated] - human, 2386 aa. 

1..2320 
36..23S6 

2318/2351 (98%) 
2318/2351 (98%) 

0.0 

E981236 

FN PLASMID PFHDEL1 
MATURE PROTEIN FROM 
PATENT WO90 13653- 
vectors, 223 1 aa. 

1..1946 
5..2025 

1703/2026 (84%) 
1765/2026 (87%) 

0.0 

P075S9 

Fibronectin (FN) - Bos taunts 
(Bovine), 2265 aa. 

1..2183 
5..2213 

1642/2239 (73%) 
1786/2239 (79%) 

0.0 

P04937 

Fibronectin precursor (FN) - 
Rattus norvegicus (Rat), 2477 
aa. 

1..2114 
37..2071 

^ \ 

1393/2128 (65%) 
1584/2128 (73%) 

0.0 


PFam analysis predicts that the NOVla protein contains the domains shown in Table 


5 IF. 
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j Table IF. Domain Analysis of NOVla 

! 

! 

| Pfam Domain 

1 
f 

NOVla Match Region 

Identities/ 
Similarities 
for the Matched 
Region 

Expect Value 

fni 

17..52 

19/41 (46%) 
35/41 (85%) 

7.9e-17 

jfnl 
1 

62.. 100 

21/41 (51%) 
" 39/41 (95%) 

3.2e-19 

jfnl 
i 

106..144 

21/41 (51%) 
36/41 (88%) 

j 1.6e-17 

i 

fnl 

151..190 

23/41 (56%) 
37/41 (90%) 

j4.7e-.21 

fni 

i 

196..235 

26/41 (63%) 
38/41 (93%) 

U.6e-20 

i 

!„ 

Tnl 

273..307 

14/41 (34%) 
31/41 (76%) 

js.le-13 

•fn2 

i 

j 

325.366 

27/42 (64%) 
42/42(100%) 

! 8e-35 

! 

^2 

385..426 

26/42 (62%) 
42/42(100%) 

4.3e-37 

'fnl 

i 

435. .473 

21/41 (51%) 
39/4! (95%) 

4.4e-20 

( — — * " " ■■ — — 

i 

483. .520 

20/41 (49%) 
35/41 (85%) 

2.3e-16 

jfnl 

526..564 

22/41 (54%) 
37/41 (90%) 

1.7e-!8 

ffn3* 

i 

I 

573..656 

28/87 (32%) 
65/87 (75%) 

1.7e-12 

j ~ 

|fn3 
i 

6&5.J65 

25/85 (29%) 
64/85 (75%) 

1.7e-14 

jfn3 

776..854 

34/S4 (40%) 
70/84 (83%) 

1.9e-25 

!7n3 
1 

872..951 

28/86 (33%) 
63/86 (73%) 

5.5e-22 

<fn3 

962.. 1040 

27/84 (32%) 
67/84 (80%) 

8.7e-21 

fn3 

1052.. 1127 

26/86 (30%) 
60/86 (70%) 

0.0035 

fn3 

1139.. 1221 

32/87 (37%) 
66/87 (76%) 

5.9e-19 
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1 

•fn3 

1232..1312 

27/85 (32%) 
60/85 (& I %) 

U7/OJ 1 / Oj 

l.Se-21 

|fn3 

1323.. 1402 

32/84 (38%) 

1.9e-22 

.fn3 

1413..1495 

33/86 (38%) 

4e-27 

fn3 

1507.. 1586 

32/85 (38%) 

\jy/ oj I /Oj 

4.3e-21 

|7n3 

| 

t 

1597.. 1676 

29/86 (34%) 
fWKfi (TWA 

2.7e-15 

fn3 

1687.. 1766 

31/85 (36%) 
64/SS hwa 

yj^l OJ \ 1 J /Qj 

2.6e-20 

fn3 

1779.. 1857 

30/84 (36%) 

(1Q°/A 
of y / y /oj 

1.6e-21 

j fn3 

« 

1868..1947 

31/86 (36%) 
69/86 (80%) 

l.Se-24 

;fn3 

1 

2038..2115 

25/87 (29%) 
61/87 (70%) 

5.2e-06 

fnl 

2I40..2179 

19/41 (46%) 
40/41 (98%) 

3.1e-20 

fnl 

l 
r 

2185..2222 

21/41 (51%) 
37/41 (90%) 

9.4e-19 

|T 

fnl 

i 

2229..2264 

18/41 (44%) 

36/41 (88%) ' 

7.6e-16 ! 


Example 2. 


The NOV2 clone was analyzed, and the nucleotide and encoded polypeptide 
sequences are shown in Table 2A. 

fr a ble 2A. NO V2 Sequence Analysis 

r ~ ' ™ ~ ~ 

NOV2a, ~ 
CG122589-01 
DNA Sequence 


SEQ IDNO: 5 ~jjV3Q9 bp 


GCCAGGGTTGCCTGCGGGAGCCAGGCGTCCGCTCTCCACACCTTTCACAGCCCCAGCCCTC 


AGAGCAACCTCAGCCCAGCCCAGCCCAGCTCCAGCTCCAGCTCCAGCCCGGGCCCCATCAT 


GGCCAAGGACTTTCAAGATATCCAGCAGCTGAGCTCGGAGGAAAATGACCATCCTTTCCAT 
CAAGGTGAGGGGCCAGGCACTCGCAGGCTGAATCCCAGGAGAGGAAATCCATTTTTGAAAG 
GGCCACCTCCTGCCCAGCCCCTGGCACAGCGTCTCTGCTCCATGGTCTGCTTCAGTCTGCT 
TGCCCTGAGCTTCAACATCCTGCTGCTGGTGGTCATCTGTGTGACTGGGTCCCAAAGTGAG 
GGTCACAGAGGTGCACAGCTGCAAGCCGAGCTGCGGAGCCTGAAGGAAGCTTTCAGCAACT 
TCTCCTCGAGCACCCTGACGGAGGTCCAGGCAATCAGCACCCACGGAGGCAGCGTGGGTGA 
CAAGATCACATCCCTAGGAGCCAAGCTGGAGAAACAGCAGCAGGACCTGAAAGCAGATCAC 
GATGCCCTGCTCTTCCATCTGAAGCACTTCCCCGTGGACCTGCGCTTCGTGGCCTGCCAGA 
TGGAGCTCCTCCACAGCAACGGCTCCCAAAGGACCTGCTGCCCCGTCAACTGGGTGGAGCA 
CCAAGGCAGCTGCTACTGGTTCTCTCACTCCGGGAAGGCCTGGGCTGAGGCGGAGAAGTAC 
TGCCAGCTGGAGAACGCACACCTGGTGGTCATCAACTCCTGGGAGGAGCAGAAATTCATTG 
iTACAACACACGAACCCCTTCAATACCTGGATAGGTCTCACGGACAGTGATGGCTCTTGGAA 
ATGGGTGGATGGCACAGACTATAGGCACAACTACAAGAACTGGGCTGTCACTCAGCCAGAT 


114 


WO 2003/023008 


PCTYUS2002/028596 



AATTGGCACGGGCACGAGCTGGGTGGAAGTGAAGACTGTGTTGAAGTCCAGCCGGATGGCC 
GCTGGAACGATGACTTCTGCCTGCAGGTGTACCGCTGGGTGTGTGAGAAAAGGCGGAATGC 
CACCGGCGAGGTGGCCTGACCCCAGCACACCTCTGGCTAACCCATACCCCACACCTGCCCA 


GCTCTGGCTTCTCTGTTGAGGATTTTGAGGAAAGGAAGAAACACTGAGACAGGGGTATGGG 


G AAG AG CTG AG C AAAG AG AG AAAG GAG GTAGTTT AAG AGT CC CTG AC C CTGG AG G ACT G AG 


ATCCCACCTCCTTCTGTAATTCATTGTAATTATTATAATCGTCAGCCTCTTCAATGGCGTA 


]GG AAAG AAGAAACAAATGCTTGAATCTC 


jORF Start ATG at 121 

jORF Stop: TGA at 1054 


SEQ ID~NO: 6 I: 

111 aa jMW at 35191. lkD 

NOV2a, 
CGI 22589-01 
Protein 
Sequence 

MAKDFQDIQQLSSEENDHPFHQGEGPGTRRLNPRRGNPFUCGPPPAQPLAQRLCSMVCFSL 
LALS FNILLLWICVTGSQSEGHRGAQLQAELRSLKEAFSNFSSSTLTEVQAISTHGGSVG 
DKITSLGAKLEKQQQDLKADHDALLFHLKHFPVDLRFVACQMELLHSNGSQRTCCPVNWVE 
HQGSCYWFSHSGKAWAEAEKYCQLENAHLWINSWEEQKFIVQHTNPFNTWIGLTDSDGSW 
KWVDGTDYRHNYKNWAVTQPDNWHGHELGGSEDCVEVQPDGRWNDDFCLQVYRWVCEKRRN 
ATGEVA 


iSEQ ID NO: 7 

|ll 12 bp ! 

NOV2b, Igccagggttgcctgcgggagccaggcgtccgctctccacacctttcacagccccagccctc 

CGI 22589-02 

'AGAGCAACCTCAGCCCAGCCCAGCCCAGCTCCAGCTCCAGCTCCAGCCCGGGCCCCATCAT 

DNA Sequence 

JGGCCAAGGACTTTCAAGATATCCAGCAGCTGAGCTCGGAGGAAAATGACCATCCTTTCCAT 
iCAAGGTGAGGGGCCAGGCACTCGCGGGCTGAATCCCAGGAGAGGAAATCCATTTTTGAAAG 
jGGCCACCTCCTGCCCAGCCCCTGGCACAGCGTCTCTGCTCCATGGTCTGCTTCAGTCTGCT 
<TGCCCTGAGCTTCAACATCCTGCTGCTGGTGGTCATCTGTGTGACTGGGTCCCAAAGTGCA 
jCAGCTGCAAGCCGAGCTGCGGAGCCTGAAGGAAGCTTTCAGCAACTTCTCCTCGAGCACCC 
■TGACGGAGGTTCAGGCAATCAGCACCCACGGAGGCAGCGTGGGTGACAAGATCACATCCCT 
JAGGAGCCAAGCTGGAGAAACAGCAGCAGGACCTGAAAGCAGATCACGATGCCCTGCTCTTC 
ICATCTGAAGCACTTCCCCGTGGACCTGCGCTTCGTGGCCTGCCAGATGGAGCTCCTCCACA 
GCAACGGCTCCCAAAGGACCTGCTGCCCCGTCAACTGGGTGGAGCACCAAGGCAGCTGCTA 
jCTGGTTCTCTCACTCCGGGAAGGCCTGGGCTGAGGCGGAGAAGTACTGCCTGCTGGAGAAC 
|GCACACCTGGTGGTCATCAACTCCTGGGAGGAGCAGAAATTCATTGTACAACACACGAACC 
CCTTCAATACCTGGATAGGTCTCACGGACAGTGATGGCTCTTGGAAATGGGTGGATGGCAC 
AGACTATAGGCACAACTACAAGAACTGGGCTGTCACTCAGCCAGATAATTGGCACGGGCAC 
GAGCTGGGTGGAAGTGAAGACTGTGTTGAAGTCCAGCCGGATGGCCGCTGGAACGATGACT 
TCTGCCTGCAGGTGTACCGATGGGTGTGTGAGAAAAGGCGGAATGCCACCGGCGAGGTGGC 
CTGACCCCAGCACACCTCTGGCTAACCCATACCCCACACCTGCCCAGCTCTGGCTTCTCTG 


jTTGAGGATTTTGAG 



ORF Start: ATG at 121 

jORF Stop: TGA at 1039 

NOV2b, 
CG122589-02 
Protein 
Sequence 

SEQ ID NO: 8 |306 aa jMW at 34540.41cD 

MAKDFQDIQQLSSEENDHPFHQGEGPGTRGLNPRRGNPFLKGPPPAQPLAQRLCSMVCFSL 
LALSFNILLLWICVTGSQSAQLQAELRSLKEAFSNFSSSTLTEVQAISTHGGSVGDKITS 
LGAKLEKQQQDLKADHDALLFHLKHFPVDLRFVACQMELLHSNGSQRTCCPVNWVEHQGSC 
YWFSHSGKAWAEAEKYCLLENAHLWINSWEEQKFIVQHTNPFNTWIGLTDSDGSVJKWVDG 
TDYRHNYKNWAVTQPDNWHGHELGGSEDCVEVQPDGRWNDDFCLQVYRWVCEKRRNATGEV 
A 


SEQ ID NO: 9 ) 1055 bp J 

NOV2c, 

GCCAGGGTTGCCTGCGGGAGCCAGGCGTCCGCTCTCCACACCTTTCACAGCCCCAGCCCTC 

CG122589-03 

AGAGCAACCTCAGCCCAGCCCAGCCCAGCTCCAGCTCCAGCTCCAGCCCGGGCCCCATCAT 

DNA Sequence 

GGCCAAGGACTTTCAAGATATCCAGCAGCTGAGCTCGGAGGAAAATGACCATCCTTTCCAT 
CAAGGGCCACCTCCTGCCCAGCCCCTGGCACAGCGTCTCTGCTCCATGGTCTGCTTCAGTC 
TGCTTGCCCTGAGCTTCAACATCCTGCTGCTGGTGGTCATCTGTGTGACTGGGTCCCAAAG 
TGCACAGCTGCAAGCCGAGCTGCGGAGCCTGAAGGAAGCTTTCAGCAACTTCTCCTCGAGC 
ACCCTGACGGAGGTCCAGGCAATCAGCACCCACGGAGGCAGCGTGGGTGACAAGATCACAT 
CCCTAGGAGCCAAGCTGGAGAAACAGCAGCAGGACCTGAAAGCAGATCACGATGCCCTGCT 
CTTCCATCTGAAGCACTTCCCCGTGGACCTGCGCTTCGTGGCCTGCCAGATGGAGCTCCTC 
CACAGCAACGGCTCCCAAAGGACCTGCTGCCCCGTCAACTGGGTGGAGCACCAAGGCAGCT 
GCTACTGGTTCTCTCACTCCGGGAAGGCCTGGGCTGAGGCGGAGAAGTACTGCCAGCTGGA 
GAACGCACACCTGGTGGTCATCAACTCCTGGGAGGAGCAGAAATTCATTGTACAACACACG 
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AACCCCTTCAATACCTGGATAGGTCTCACGGACAGTGATGGCTCTTGGAAATGGGTGGATG 
GC AC AG ACT AT AGG C ACAACT A C AAG AACTGG G CTGT C ACTC AG CC A G AT AATTG G C ACGG 
GCACGAGCTGGGTGGAAGTGAAGACTGTGTTGAAGTCCAGCCGGATGGCCGCTGGAACGAT 
GACTTCTGCCTGCAGGTGTACCGCTGGGTGTGTGAGAAAAGGCGGAATGCCACCGGCGAGG 
TGGCCTGACCCCAGCACACCTCTGGCTAACCCATACCCCACACCTGCCCAGCTCTGGCTTC 

TCTGTTGAGGATTTTGAG 


ORF Start: ATG at 121 j (ORF Stop: TGA at 982 


SEQ ID NO: 10 ]287 aa |MW at 32550. lkD 

NOV2c, 
CGI 22589-03 
Protein 
Sequence 

MAKDFQDIQQLSSEENDHPFHQGPPPAQPLAQRLCSMVCFSLLALSFNILLLWICVTGSQ 
SAQLQAELRSLKEAFSNFSSSTLTEVQAISTHGGSVGDKITSLGAKLEKQQQDLKADHDAL 
LFHLKHFPVDLRFVACQMELLHSNGSQRTCCPVNWVEHQGSCYWFSHSGKAWAEAEKYCQL 
ENAHLWINSWEEQKFIVQHTNPFNTWIGLTDSDGSWKWVDGTDYRHNYKNWAVTQPDNWH 
GHELGGSEDCVEVQPDGRWNDDFCLQVYRWVCEKRRNATGEVA 


Sequence comparison of the above protein sequences yields the following sequence 


relationships shown in Table 2B. 


: Table 2B. Comparison of NOV2a against NOV2b and NOV2c. 


j Protein Sequence 

NOV2a Residues/ 
Match Residues 

Identities/ 

Similarities for the Matched Region 

!NOV2b 
i 

1.311 
1..306 

291/311 (93%) 
291/311 (93%) 

|NOV2c 

I ..311 
1..287 

274/311 (88%) 
274/311 (88%) 


Further analysis of the NOV2a protein yielded the following properties shown in 
Table 2C. 


Table 2C. Protein Sequence Properties NOV2a 

PSort analysis: 1 

0.7900 probability located in plasma membrane; 0.7060 probability located in 
microbody (peroxisome); 0.3000 probability located in Golgi body; 0.2000 
probability located in endoplasmic reticulum (membrane) 

SignalP analysis: 

Cleavage site between residues 3 and 4 


5 A search of the NOV2a protein against the Geneseq database, a proprietary database 


that contains sequences published in patents and patent publication, yielded several 
homologous proteins shown in Table 2D. 


Table 2D. Geneseq Results for NOV2a 


r 

I Geneseq 
< Identifier 

Protei n/O rga n ism/Length 
[Patent #, Date] 

NOV2a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Region 

Expect 
Value 

AAW15246 

Asialoglycoprotein receptor 
L-H2 - Homo sapiens, 287 aa. 
[EP773289-A2, 14-MAY- 
1997] 

1-311 
L.287 

287/311 (92%) 
287/311 (92%) 

e-171 


116 


WO 2003/023008 


PCT/US2002/028596 


AAW15252 

Asialo^lvcoDrotpin recentor 
L-H2 

cytoplasmic+extracellular 
domains - Chimeric Homo 
sapiens, 270 aa. [EP7732S9- 
A2, 14-MAY-1997] 

1..311 
1..270 

270/311 (86%) 
270/311 (86%) 

e-159 

AAW15251 

Asialoglycoprotein receptor 
L-H2 extracellular domain - 
Chimeric Homo sapiens, 229 
aa. [EP7732S9-A2, 14-MAY- 
1997] 

83..311 
I ..229 

226/229 (98%) 
227/229 (98%) 

e-140 | 

1 

1 

AAW15245 

Asialoglycoprotein receptor 
HI - Homo sapiens. 291 aa. 
[EP773289-A2, 14-MAY- 
1997] 

1.301, 
1..278 

173/301 (57%) 
214/301 (70%) 

e-103 

AAW15250 

Asialoglycoprotein receptor 
HI cytoplasmic+extracellular 
domains - Chimeric Homo 
sapiens. 274 aa. [EP773289- 
A2, 14-MAY-I997] 

1.301 
1..261 

162/301 (53%) 
200/301 (65%) 

le-95 


In a BLAST search of public sequence datbases, the NOV2a protein was found to 


have homology to the proteins shown in the BLASTP data in Table 2E. 


Table 2E. Public BLASTP Results for NOV2a 

Protein 

Accession 

Number 

Protein/Organism/Length 

NOV2a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for the 
Matched Portion 

Expect 
Value 

i 

P07307 

Asialoglycoprotein receptor 2 
(Hepatic lectin H2) (ASGP- 
R) (ASGPR) - Homo sapiens 
(Human), 311 aa. 

1..311 
1..311 

311/311 (100%) 
311/311 (100%) 

0.0 

P24721 

Asialoglycoprotein receptor 2 
(Hepatic lectin 2) (MHL-2) 
(ASGP-R) (ASGPR) - Mas 
lmtscuhis (Mouse). 301 aa. 

1.307 
1.300 

198/307 (64%) 
225/307 (72%) 

e-114 

LNRT2 

hepatic lectin 2 - rat, 301 aa. 

1.307 
1.300 

191/307 (62%) 
225/307 (73%) 

e-112 

P08290 

Asialoglycoprotein receptor 
R2/3 (Hepatic lectin 2/3) 
(RHL-2) (ASGP-R) 
(ASGPR) - Rattiis narvegicus 
(Rat),301aa. 

1.307 
1,300 

189/307 (61%) 
223/307 (72%) 

e-I09 
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AAH32130 

Asialoglycoprotein receptor 1 

1.301 

173/301 (57%) 

e-103 


- Homo sapiens (Human), 

1..278 

213/301 (70%) 



29) aa. 





PFam analysis predicts that the NOV2a protein contains the domains shown in Table 

2F. 


Table 2F. Domain Analysis of NOV2a 

Pfam Domain 

NOV2a Match Region 

Identities/ 
Similarities 

for the Matched Region ; 

Expect Value 

lectinc 

194..302 

51/127 (40%) 
99/127 (78%) 

9e-50 


Example 3. 


The NOV3 clone was analyzed, and the nucleotide and encoded polypeptide 
5 sequences are shown in Table 3A. 

[fable 3A . NOV3 Sequen ce Analy sis 

j jsEQ ID NO: lT ^ j_3934 V JjS.l 

NOVia. |rC^GTflAGGAGTCGGGGTCTTC 

CG 1 33274-0 1 'Itgtttggcctcaaaagaaacgcggtaatcggactcaacctctactgtgggggggccggctt 
DNA Sequence Igggggccggcagcggcggcgccacccgcccgggagggcgacttttggctacggagaaggag 
-gcctcggcccggcgagagatagggggaggggaggccggcgcggtgattggcggaagcgccg 
igcgcaagccccccgtccaccctcacgccagactcccggagggtcgcgcggccgccgcccat 
itggcgccgaggtccccgacgtcaccgcgacccccgcgaggctgcttttcttcgcgcccacc 
cgccgcgcggcgccgcttgaggagatggaagccccggccgctgacgccatcatgtcgcccg 
Iaagaggagctggacgggtacgagccggagcctctcgggaagcggccggctgtcctgccgct 
;gctggagttggtcggggaatctggtaataacaccagtacggacgggtcactaccctcgacg 
ccgccgccagcagaggaggaggaggacgagttgtaccggcagtcgctggagattatctctc 
ggtaccttcgggagcaggccaccggcgccaaggacacaaagccaatgggcaggtctggggc 
caccagcaggaaggcgctggagaccttacgacgggttggggatggcgtgcagcgcaaccac 
gagacggtcttccaaggcatgcttcggaaactggacatcaaaaacgaagacgatgtgaaat 
cgttgtctcgagtgatgatccatgttttcagcgacggcgtaacaaactggggcaggattgt 
gactctcatttcttttggtgcctttgtggctaaacacttgaagaccataaaccaagaaagc 
tgcatcgaaccattagcagaaagtatcacagacgttctcgtaaggacaaaacgggactggc 

iTAGTTAAACAAAGAGGCTGGGATGGGTTTGTGGAGTTCTTCCATGTAGAGGACCTAGAAGG 

tggcatcaggaatgtgctgctggcttttgcaggtgttgctggagtaggagctggtttggca 
tatctaataagatag ccttactgtaagtgcaatagttgacttttaaccaaccaccaccacc 
I accaaaaccagtttatgcagttggactccaagctgtaacttcctagagttgcaccctagca 
^ acctagccagaaaagcaagtggcaagaggattatggctaacaagaataaatacatgggaag 
agtgctccccattgattgaagagtcactgtctgaaagaagcaaagttcagtttcagcaaca 
aacaaactttgtttgggaagctatggaggaggacttttagatttagtgaagatggtagggt 
ggaaagacttaatttccttgttgagaacaggaaagtggccagtagccaggcaagtcataga 
attgattacccgccgaattcattaatttactgtagtagtgttaagagaagcactaagaatg 
ccagtgacctgtgtaaaagttacaagtaatagaactatgactgtaagcctcagtactgtac 
■ aagggaagcttttcctctctctaattagctttcccagtatacttcttagaaagtccaagtg 
ttcaggacttttatacctgttatactttggcttggttccatgattcttactttattagcct 
agtttatcaccaataatacttgacggaaggctcagtaattagttatgaatatggatatcct 
caattcttaagacagcttgtaaatgtatttgtaaaaattgtatatatttttacagaaagtc 
tatttccttgaaacgaaggaagtatcgaatttacattagtttttttcatacccttttgaac 
i tttgcaacttccgtaattaggaacctgtttc^ 
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r»TTp a ^TTPT A P A PTPT A T A C AP, A A P P A ATTPATPTPTA APTPTATPPAfiAPTPPTTPTAP, 

TPP A APZi A ATPTP ATA APTATPPAPPTTT A A ATTTTPTTATPTP ATTTTfifiT A APT ATTPP 

TTArRTBPPTTTTrTTTP AAA APPTnPP flTTP A/"* A prTTP ATP A ATCHl A STTPTTTPZl PT 

TP ATT AT ATP*P A R^TTTTPS ATA ATT APPTPT A A PTPP APTTTT A APPTT APTP ATP A PTT 
J- Lrt.1 IhlAl UL AAVj 1111 LM_r\ J. I 1 1L1 fiHb 1 VjlJ/Vor 1111 firtbvJ J- J. .rtL X Lj>AV_ 1 1 

AP A A AT A ATiT'/T'TPTf^ATTPPPPA AT APTPATTTr 1 APTTPPTTPP ATTTP APPT A ATTT A 
i\^f\j\jFi. X HJ\ X 1 L 1 \Jr\ 1 1 'jooLnrtlftL 1LH1 1 1 VjAvJ 1 1 V3r\LL 1 M-rt 1 1 Irt 

&PTPPTP AAA TTT A A A /""TV A STTfaTrrnPTrSTPTTTfi A APPTTTT A PT A A A AP ATTTTP 
rtLlouluAAAI 1 iAAA\ji\jAAl ILAi^wLiLAl LI I lAAAbLl 1 1 1 1 AAAAVjA 1 1 1 1L 

SPPTPS RTPPR JSPTPBTTRPrTPTPTPPBTSTS AAA nPBTPflPaTPSPilTfinSTPflflP&PS 
ALiL 1 uAA 1 AAl 1 LAl I AbL lolvji VjLAI Al AAAAAbxAl LAL/il l.Huu 1 Vjvj/\1 \j\j.r\uML*.r\ 

P A TTTP ATrTPTTPTTTPPTT A ATA A ATT AT A AAA TPBTPPPTTPP AAA APP APPPT APTP 
LA 111 uAi LLUloJ. * 1 oL 1 IMIAHAI 1 Al AAAA1 u/iiljuL 1 1 ooAAArt\JL.Mlj\jL 1 A«I V- 

TA A PPTiTrPTPfT A TT7\ TT APPPTTPPTTPTT A A r* A f A A PPTPT A APPPT APT A TPTP A 
1 AALLAlljljrlvjL 1 Al 1 Al A A\j(jL1 1L?L1 lva 1 1 AL AL AL, AL. Abb 1 H AAu L L IHolHlul In 

A I AAAGlAAATAl 1 lALlbi liivjillLlAl lAAICaAl 1 LLLAAALLl lbl ibLAAbl 111 

IbtAi IbGCATCl 1 IbbAJ. 1 IlAvjIlI AvjAIvjI i IbJ. iLlAI tAbAL 1 iAALLl 1 1 1A1 1 1 

rT* r T s r^ r T > r % r ,T T t, Y t r*r* r v r pr* a a i\ttpptp attpttptpptppptptti p7\pbtt\ ttt ATA TP A ATTPP 
LL-lblbLlTCCi ICjAAAI lbLlbAl ibi 1 tibLi tbt It lALAbAlAl 1 1AJ.A1LAA1 111 

TA f* A/^^TTTr^/^i"/ r, T/^/* , /^AT(^ > r , r , Tr* A A PTPTTTPT 1\PPPPTTTTJP ATTTTPPPAPTPTP A A 

lALAbtl 1 1 llllIollAI LllIvsAAlIlI 1 IlIAvjLLlI 1 1 1 AvaAl 1 1 lyuLALlbluAH 

7\ /~* r>ppTr'r"T'r , p 7\ a a r , r ,r rr > a ptp j\ ppptppptpppph pp a spsptppspspSPPTTTPSTPT 
ALLlLlbL 1 (jCxAAAll 1 bAblbALLL 1 LLL 1 ILLtALLAAbAblLLALAbALL 111 LAI L 1 

r P r P/^ A f^/" 1 A A r'TTr' 7\ T^/~ , /^'T l r ,, T ,r P A f^C A rfT"T/'"'f" , T A A T A A TPPPTPPTPTP A C A PT A A P A PTP A 

1 1 LALbAAb I ICjAlLL-lbJ. lAbLAbblbblAAlAtbAIbbblbLlbibALAblAAbAblLA 

f PT , r , APAPP"rPPP7\rr , A 7\ PTPPPTTTTPPTTPP a ptpptatpttttps A (~"V A TTPTTTT ATP 
1 l vjAwvjla 1(jIj(jAvj<jAALj1 LLL 1111 LL 1 1 bbAL 1 bb 1 A 1 L 1 111 lAAL 1 Al ibi 1 1 1 Al V- 

PTPTPTTTPPPPPPA ATPTPTPTl A A APTPPPPT'PTlPPB A TTTTPB f A PP A A APA APATTTT 
Llblbl 1 ibbbbbbAAlblblbAAAAblLbbLlbAbbAAl 1 1 1 l AbAubAAAbAALA i 111 

A TP 7\ PPPTTTPTPT 7i A RPTTTPPTTTPTATRPP7\PT7iTPPTPJ\ PTT A A A TTT A P AP A A APA 
AIljAvjVjlI I iLlLl AAAbl 1 IllI 1 1 b» 1 A 1 AbbAbil Al b»L 1 lAl 1 1 AAA1 1 1 ALAbAftrtbrt 

PPTPSPPTPTPTTR A 7\ PPTPSPSPTTTS A A RPPTftPTPlTS A A PTP A APA A APTPTPTATA 
<ao JUjAvjl 1 Cji vj»l iAAALLlbAbAbl 1 1 AAAAVjjL lAtluAlAAALlbAAbAAAbJlbl birtiH 

TTPPS JPTBPPPTP JTTTP A A SPPTTPSPTPTPPPS A P &TP A PPTTT APTPTPTPP APTPP 
1 1 bbAAtlAbbblbAl 1 IbAAAbtl 1 LAval L 1 LbbAAlAlbALL 111 AVjI blbl bbfiL ILL 

ATTTaAaAATAGGTATGAATAAGATGACTaAGaATGTaATGGGGaAGAACTGCCCTGCCTG 

CCCATCTCAGAGCCATAAGGTCATCTTTGCTAGAGCTATTTTTACCTATGTATTTATCGTT 

CTTGATCATAAGCCGCTTATTTATATCATGTATCTCTAAGGACCTAAAAGCACTTTATGTA 

GTTTTTAATTAATCTTAAGATCTGGTTACGGTAACTaaaAGCCTGTCTGCCAaATCCAGTG 

GAAACAAGTGCATAGATGTGaATTGGTTTTTAGGGGCCCCACTTCCCAATTCATTAGGTAT 

GACTGTGGAAATACAGACAAGGACTTAGTTGATATTTTGGGCTTGGGGCAGTGAGGGCTTA 

GGACACCCCAAGTGGTTTGGGAaAGGAGGAGGGAGTGGTGGGTTTATAGGGGAGGAGGAGG 

CAGGTGGTCTAAGTGCTGACTGGCTACGTAGTTCGGGCaAATCCTCCAAAAGGGaaAGGGA 

GGATTTGCTTAGaAGGATGGGGCTCCCAGTGACTACTTTTTGACTTCTGTTTGTCTTACGC 

TTCTCTCAGGGaaAAACATGCAGTCCTCTAGTGTTTCATGTACATTCTGTGGGGGGTGAAC 


ACCTTGGTTCTGGTTAaACAGCTGTACTTTTGATAGCTGTGCCAGGAAGGGTTAGGACCAA 

CTACaAATTAATGTTGGTTGTCAAATGTAGTGTGTTTCCCTAACTTTCTGTTTTTCCTGAG 

AAAaaaAAATAAATCTTTTATTCAAATAAA 

|ORF Start: ATG at 6 1 j jORF Stop: TAG at 1111 

|SEQIDNO:12 |350aa jMW at 37364.9kD 

NOV3a, 
CG133274-01 
Protein 
Sequence 

MFGLKRNAVIGLNLYCGGAGLGAGSGGATRPGGRIjLATEKEASARRE I GGGEAGAV I GGS A 
GASPPSTLTPDSRRVARPPPIGAEVPDVTATPARLLFFAPTRRAAPLEEMEAPAADAIMSP 
EEELDGYEPEPLGKRPAVLPLLBLVGESGNNTSTDGSLPSTPPPAEEEEDELYRQSLEIIS 
RYLREQATGAKDTKPMGRSGATSRKALETLRRVGDGVQRNHETVFQGMLRKLDIKNEDDVK 
SLSRVMIHVFSDGVTNWGRIVTLISFGAFVAKHLKTINQESCIEPLAESITDVLVRTKRDW 
LVKQRGWDGFVEFFHVEDLEGGIRNVLLAFAGVAGVGAGLAYLIR 


SEQID NO:13 J724 bp | 

NOV3b, 
CG133274-02 
DNA Sequence 

ATGTTTGGCCTCAAAAGAAACGCGGTAATCGGACTCAACCTCTACTGTGGGGGGGCCGGCT 
TGGGGGCCGGCAGCGGCGGCGCCACCCGCCCGGGAGGGCGACTTTTGGCTACGGAGAAGGA 
GGCCTCGGCCCGGCGAGAGATAGGGGGAGGGGAGGCCGGCGCGGTGATTGGCGCCAAGGAC 
ACAAAGCCAATGGGCAGGTCTGGGGCCACCAGCAGGAAGGCGCTGGAGACCTTACGACGGG 
TTGGGGATGGCGTGCAGCGCAACCACGAGACGGCCTTCCAAGGCATGCTTCGGAAACTGGA 
CATCAAAAACGAAGACGATGTGAAATCGTTGTCTCGAGTGATGATCCATGTTTTCAGCGAC 
GGCGTAACAAACTGGGGCAGGATTGTGACTCTCATTTCTTTTGGTGCCTTTGTGGCTAAAC 
ACTTGAAGACCATAAACCAAGAAAGCTGCATCGAACCATTAGCAGAAAGTATCACAGACGT 
TCTCGTAAGGACAAAACGGGACTGGCTAGTTAAACAAAGAGGCTGGGATGGGTTTGTGGAG 
TTCTTCCATGTAGAGGACCTAGAAGGTGGCATCAGGAATGTGCTGCTGGCTTTTGCAGGTG 
TTGCTGGAGTAGGAGCTGGTTTGGCATATCTAATAAGATAGCCTTACTGTAAGTGCGATAG 
TTGACTTTTAACCAACCACCACCACCACCAAAACCAGTTTATGCAGTTGGACT 


ORF Start: ATG at 1 ~J (ORF Stop: TAG at 649 


SEQIDN0:14 |216aa |MW at 23108.3kD 

NOV3b, 

MFGLKRNAVIGLNLYCGGAGLGAGSGGATRPGGRLLATEKEASARREIGGGEAGAVIGAKD 
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CGI 33274-02 

Protein 

Sequence 

TKPMGRSGATSRKALETLRRVGDGVQRNHETAFQGMLRKLDIKNBDDVKSLSRVMIHVFSD 
GVTNWGRIVTLISFGAFVAKHLKTINQBSCIEPLAESITDVLVRTKRDWLVKQRGWDGFVE 
FFHVEDLEGGI RNVLLAFAGVAGVGAGLAYLI R 


SEQIDNO: 15 


667 bp j 

NOV3c~ 
278876765 
DNA Sequence 

i 

u 

CACCGGATCCATGTTTGGCCTCAAAAGAAACGCGGTAATCGGACTCAACCTCTACTGTGGG 
GGGGCCGGCTTGGGGGCCGGCAGCGGCGGCGCCACCCGCCCGGGAGGGCGACTTTTGGCTA 
CGGAGAAGGAGGCCTCGGCCCGGCGAGAGATAGGGGGAGGGGAGGCCGGCGCGGTGATTGG 
CGCCAAGGACACAAAGCCAATGGGCAGGTCTGGGGCCACCAGCAGGAAGGCGCTGGAGACC 
TTACGACGGGTTGGGGATGGCGTGCAGCGCAACCACGAGACGGCCTTCCAAGGCATGCTTC 
GGAAACTGGACATCAAAAACGAAGACGATGTGAAATCGTTGTCTCGAGTGATGATCCATGT 
TTTCAGCGACGGCGTAACAAACTGGGGCAGGATTGTGACTCTCATTTCTTTTGGTGCCTTT 
GTGGCTAAACACTTGAAGACCATAAACCAAGAAAGCTGCATCGAACCATTAGCAGAAAGTA 
TCACAGACGTTCTCGTAAGGACAAAACGGGACTGGCTAGTTAAACAAAGAGGCTGGGATGG 
GTTTGTGGAGTTCTTCCATGTAGAGGACCTAGAAGGTGGCATCAGGAATGTGCTGCTGGCT 
TTT G C AGGTGTTGC TGG AGTAGG AG C TGGTTTGG C AT AT CT AAT AAG AGT CG ACGG C 


ORF Start: at 2 

]ORF Stop: end of sequence 

! jSEQ ID NO: 16 

222 aa |MW at 23624.8kD 

NOV3c, 
278876765 
Protein 
Sequence 

TGSMFGLKRNAVIGLNLYCGGAGLGAGSGGATRPGGRLLATEKEASARREIGGGEAGAVIG 
AKDTKPMGRSGATSRKALETLRRVGDGVQRNHETAFQGMLRKLDIKNEDDVKSLSRVMIHV 
FSDGVTNWGRIVTLISFGAFVAKHLKTINQESCIEPLAESITDVLVRTKRDWLVKQRGWDG 
FVEFFHVEDLBGGIRNVLLAFAGVAGVGAGLAYLIRVDG 


SEQ ID NO: 17 

1610 bp j 

NOV3d, 
278881214 
DNA Sequence 

i 

j 

CACCGGATCCGGCTTGGGGGCCGGCAGCGGCGGCGCCACCCGCCCGGGAGGGCGACTTTTG 
GCTACGGAGAAGGAGGCCTCGGCCCGGCGAGAGATAGGGGGAGGGGAGGCCGGCGCGGTGA 
TTGGCGCCAAGGACACAAAGCCAATGGGCAGGTCTGGGGCCACCAGCAGGAAGGCGCTGGA 
GACCTTACGACGGGTTGGGGATGGCGTGCAGCGCAACCACGAGACGGCCTTCCAAGGCATG 
CTT CG G AAACTGG AC AT C AAAAACG AAG A C G ATGTG AAATCGTTGT CTCG AGT G ATG AT C C 
ATGTTTTCAGCGACGGCGTAACAAACTGGGGCAGGATTGTGACTCTCATTTCTTTTGGTGC 
CTTTGTGGCTAAACACTTGAAGACCATAAACCAAGAAAGCTGCATCGAACCATTAGCAGAA 
AGT AT C AC AG ACGTT CT CG TAAGG AC AAAACGGG ACT GG CT AG TTAAAC AAAG AGG CTGG G 
ATGGG TTTG TGG AG TT CTT CC ATGT AG AG G AC CTAG AAG GTG G C AT C AGG AAT G TG CTGCT 
GGCTTTTGCAGGTGTTGCTGGAGTAGGAGCTGGTTTGGCATATCTAATAAGAGTCGACGGC 


ORF Start: at 2 

iORF Stop: end of sequence 


SEQ ID" NO: 18 \ 

203 aa ]MW at 21645.5kD 

NOV3d, 
278881214 
Protein 
Sequence 

TGSGLGAGSGGATRPGGRLLATEKEASARREIGGGEAGAVIGAKDTKPMGRSGATSRKALE 
TLRRVGDGVQRNHETAFQGMLRKLDIKNEDDVKSLSRVMIHVFSDGVTNWGRIVTLISFGA 
FVAKHLKTINQESCIEPLAESITDVLVRTKRDWLVKQRGWDGFVEFFHVEDLEGGIRNVLL 
AFAGVAGVGAGLAYLIRVDG 


Sequence comparison of the above protein sequences yields the following sequence 
relationships shown in Table 3B. 


Table 3B. Comparison of NOV3a against NOV3b through NOV3d. 

Protein Sequence 

1 

NOV3a Residues/ 
Match Residues 

Identities/ 

Similarities for the Matched Region 

| NOV3b 

194..350 
60..216 

140/157 (89%) 
140/157 (89%) 

iNOV3c 
! 

194.350 
63..219 

140/157 (89%) 
140/157(89%) 
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NOV3d 

194..350 

1140/157 (89%) 


44..200 

j 140/157 (89%) 


Further analysis of the NOV3a protein yielded the following properties shown in 
Table 3C. 


Table 3C Protein Sequence Properties NOV3a 

PSort analysis: 

0.7300 probability located in plasma membrane; 0.6400 probability located in 
endoplasmic reticulum (membrane); 0.1000 probability located in 
endoplasmic reticulum (lumen); 0.1000 probability located in outside 

SignalP analysis: 

Cleavage site between residues 20 and 21 


A search of the NOV3a protein against the Geneseq database, a proprietary database 
that contains sequences published in patents and patent publication, yielded several 
5 homologous proteins shown in Table 3D. 


Table 3D. Geneseq Results for NOV3a 




Geneseq 
Identifier 

I 

Protein/Organism/Length 
[Patent #, Date] 

1 NOV3a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for the 
\ Matched Region 

! 

Expect 
Value 

AAE02462 

Human Mcl-1 protein - 
Homo sapiens, 350 aa. 
[WO200136594-Al,25- 
•MAY-2001] 

: 1.350 
1.350 

350/350(100%) 
350/350(100%) 

0.0 

AAR68814 

Human mcl-1 gene product - 
Homo sapiens, 350 aa. 
(WO9429330-A, 22-DEC- 
1994] 

1..350 
1..350 

349/350 (99%) 
349/350 (99%) 

0.0 

ABB57224 

Mouse ischaemic condition 
related protein sequence SEQ 
ID NO:570 - Mus mitscithts, 
331 aa. [WO2001881 88-A2, , 
22-NOV-2001] 

1..350 
1..331 

266/350 (76%) 
289/350 (82%) 

e-144 

AAE02463 

Human Mcl-1 s/deltaTM 
variant protein - Homo 
sapiens, 27 1 aa. 
[WO200136594-AK25- 
MAY-2001] 

I..230 
1..230 

230/230(100%) 
230/230(100%) 

e-129 

AAU76554 

Murine Bcl-2 polypeptide - 
Mus sp, 236 aa. 
[WO200205S35-A2, 24- 
JAN-2002] 

193..319 
66.. 199 

45/139(32%) 
65/139 (46%) 

2e-08 
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In a BLAST search of public sequence datbases, the NOV3a protein was found to 
have homology to the proteins shown in the BLASTP data in Table 3E. 


' Table 3E. Public BLASTP Results for NOV3a 


Protein 

i r\t-L.Caaiuii 

■ Number 

Prntpin/Oraani«m/I .enpth 

JL I V/I g« II 131 11/ L/Vllglll 

NOV3a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for the 
Matched Portion 

Expect 
Value 

A47476 

BCL2 homolog MCL1 - 
human, 350 aa. 

1..350 
1..350 

350/350(100%) 
350/350(100%) 

0.0 

j Q9UNJ 1 
i 

Myeloid cell differentiation 
protein (Myeloid cell 
leukemia protein 1) (Myeloid 
cell leukemia sequence 1) 
(BCL2-related) - Homo 
sapiens (Human), 350 aa. 

1..350 
1..350 

349/350 (99%) 
349/350 (99%) 

0.0 

Q07S20 

j 

Induced myeloid leukemia 
cell differentiation protein 
Mcl-1 - Homo sapiens 
(Human), 350 aa. 

L.350 j 348/350 (99%) 
1..350 1349/350(99%) 

i 

! 

0.0 

Q9Z1P3 

Mcl-1 protein - Rathts 
norvegicus (Rat), 330 aa. 

1..350 
1..330 

271/350 (77%) 
286/350 (81%) 

e-144 

! P97287 

i 

EAT/MCL-1 protein (MCL1) , 
(Myeloid cell leukemia 
sequence 1) - Mus imtscithts 
(Mouse), 331 aa. 

1..350 
1..33I 

266/350 (76%) 
; 289/350 (82%) 

i 

e-144 


PFam analysis predicts that the NOV3a protein contains the domains shown in Table 

5 3F. 


Table 3F. Domain Analysis of NOV3a 

i .. 

Pfam Domain 

NOV3a Match Region 

Identities/ 
Similarities 

for the Matched Region 

Expect Value 

i Bcl-2 

i 
i 

213..312 

35/108 (32%) 
100/108 (93%) 

1.3e-46 


Example 4. 


The NOV4 clone was analyzed, and the nucleotide and encoded polypeptide 
sequences are shown in Table 4A. 

jTa ble 4A NOV4 Sequence Anal ysis _ 

[ " jsEQIDNO: 19 jl076 bp \ 
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NOV4a, 
CGI 34430-01 
DNA Sequence 


TCGTGGTGCTTGGGTGGTCGCCACCAAGAAGACTTTGGTGGGGTAGTCTCGGGGCAGCTCA 
GCGGCCCGCTGTGCCCGTTTCTGGCCTCGCTCGCAGCTTGCACGTCGAGACTCGTAGGCCG 
CACCGTAGGGCGAGCGTGCGGGTCGCCGCCGCGGCCGCCTCGGGGTCTGGGCCCAGCCGCA 


GCCTCTTCTACCGCGGCCGGTTGGGAGTCGCCGCGAGATGCAGCCTCCGGGCCCGCCCCCG 


GCCTATGCCCCCACTAACGGGGACTTCACCTTTGTCTCCTCAGCAGACGCGGAAGATCTCA 
| GTG GTT C AAT AG C ATC CCC AG ATGT C AAATT AAAT CTT G GTGG AGATTTT AT C AAAG AAT C 
<TACAGCTACTACATTTCTGAGACAAAGAGGTTATGGCTGGCTTCTGGAAGTTGAAGATGAT 
GAT C CTG AA G AT AA C AAGC C ACT CTTG G AAG AATTGG A C ATTG ATCT AAAGG AT ATTT ACT 
ACAAAATCCGATGTGTTTTGATGCCAATGCCATCACTTGGTTTTAATAGACAAGTGGTGAG 
AGACAATCCTGACTTTTGGGGTCCTCTGGCTGTTGTTCTTTTCTTTTCCATGATATCATTA 
TATGGACAGTTTAGGGTGGTCTCATGGATTATAACCATTTGGATATTTGGTTCACTAACAA 
TTTTCTTACTGGCCAGAGTTCTTGGTGGAGAAGTTGCATATGGCCAAGTCCTTGGAGTTAT 
AGGATATTCATTACTTCCTCTCATTGTAATAGCCCCTGTACTTTTGGTGGTTGGATCATTT 
GAAGTGGTGTCTACACTTATAAAAGTGAGAAGCACCAGAGGGACAGGACTTCTAGAAGTTA 
GAATAATATG AAGTAATCAGGAAATATCTATGCCTACAGAAGCAGCAACCGTAAGATAAAC 
ATTTGTTACACTTAAGAAATTGCTGAGGTTAATACTTTGTTATAATGGATTATAATATTTG 


ACATTCATAGTGTTGACCCTGGAATCTTTCACAGAAAGCTTGGGGGTCAGGACCAGGAGGT 


AGAATTTTACAAGGCAAT AAA TGAAGGTCTTTTAAGATC 

ORP"Stai1: ATOat 22T 


jORF Stop: TGA at 863 


SEQ ID NO: 20 


j214 


aa 


jMW at 23585. lkD 


NOV4a ? jMQPPGPPPAYAPTNGDFTFVSSADABDLSGSIASPDVKLNLGGDFIKESTATTPLRQRGYG 

CG 134430-01 jWLLEVEDDDPEDNKPLLEELDIDLKDIYYKIRCVLMPMPSLGFNRQWRDNPDFWGPLAW 

Protein ^lffsmislygqfrvvswiitiwifgsltifllarvlggevaygqvlgvigysllpliviap 

Sequence Jvulwgs fewstli kvrstrgtgllevri i 


One polymorphic variant of NOV4a has been identified and is shown in Table 4 IB. 
Further analysis of the NOV4a protein yielded the following properties shown in Table 4B. 


J Table 4B. Protein Sequence Properties NOV4a 


PSort analysis: j 0.6000 probability located in plasma membrane; 0.4000 probability located in 
| Golgi body; 0.3000 probability located in endoplasmic reticulum (membrane); 
! 0.1000 probability located in mitochondrial inner membrane 


SignalP analysis: i No Known Signal Sequence Predicted 

A search of the NOV4a protein against the Geneseq database, a proprietary database 
that contains sequences published in patents and patent publication, yielded several 
homologous proteins shown in Table 4C. 


Table 4C Geneseq Results for NOV4a 

Geneseq 
Identifier 

Protein/Orgnnism/Length 
(Patent #, Date) 

NOV4a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Region 

Expect 
Value 

ABBS9547 

Human polypeptide SEQ ID 
NO 1 923 - Homo sapiens, 
244 aa. [WO200I90304-A2, 
29-NOV-200I] 

1..200 
1..200 

199/200(99%) 
200/200 (99%) 

e-l 13 
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AAM40701 

Human polypeptide SEQ ID 
NO 5632 - Homo sapiens, 
316 aa. [WO200153312-A1, 
26-JUL-2001] 

1.200 
73..272 

199/200 (99%) 
200/200 (99%) 

e-113 

AAM38915 

Human polypeptide SEQ ID 
NO 2060 - Homo sapiens, 
341 aa. [WO200153312-A1, 
26-JUL-2001] 

1..200 
9S..297 

199/200 (99%) 
200/200 (99%) 

e-1 13 

ABB11939 

Human secreted protein 
homolog, SEQ ID NO:2309 - 
Homo sapiens, 274 aa. 
[WO200157188-A2, 09- 
AUG-2001] 

1..200 
31. .230 

199/200(99%) 
200/200 (99%) 

e-113 

ABG02475 

Novel human diagnostic 
protein #2466 - Homo 
sapiens, 297 aa. 
[WO200175067-A2, 11- 
OCT-2001] 

20..108 
209..297 

82/89 (92%) 
85/89 (95%) 

2e-42 


In a BLAST search of public sequence datbases, the NOV4a protein was found to 


have homology to the proteins shown in the BLASTP data in Table 4D. 


Table 4D. Public BLASTP Results for NOV4a 

Protein 

Accession 

Number 

Protein/Organism/Length 

, m 

NOV4a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Portion 

Expect 
Value 

'.^ 

Q9BSR8 

i 

Similar toRJKEN cDNA 
2310034L04 gene - Homo 
sapiens (Human), 244 aa. 

1..200 
1..200 

199/200 (99%) 
200/200 (99%) 

e-1 12 

Q99KZ9 

Hypothetical 32.8 kDa protein 
- Mas miisculus (Mouse), 289 
aa. 

26..200 
69..245 

169/177 (95%) 
174/177 (97%) 

2e-92 

Q9CYG0 

23 10034L04Rik protein - Mus 
musciihis (Mouse), 140 aa. 

1..138 
L.140 

135/140 (96%) 
137/140 (97%) 

2e-74 

Q9U1Y8 

Y60A3A. 19 protein - 
Caenorhabditis elegans, 255 
aa. 

29..195 
40..206 

89/168 (52%) 
118/168 (69%) 

7e-46 

Q9XTX4 

T08D2.6 protein - 
Caenorhabditis elegans, 69 
aa. 

59..112 
13..65 

33/54 (61%) 
40/54 (73%) 

2e-ll 


PFam analysis predicts that the NOV4a protein contains the domains shown in Table 


5 4E. 
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Table 4E. Domain Analysis of NOV4a 

1 

Identities/ 


Pfam Domain I NOV4a Match Region 

! i 

Similarities 
for the Matched 
Region 

Expect Value 

1 


Example 5. 


The NOV5 clone was analyzed, and the nucleotide and encoded polypeptide 
sequences are shown in Table 5 A. 


[Table 5 A. NOV5 Sequence Analysis 


NOV5a, 
CG137677-01 
DNA Sequence 


TCCAGGCAACGCTGCGGCTCCGCCCACGTCATGGCGCCCGAGGAGAACGCGGGGACAGAAC 


SEQ ID NO: 21 


J1050 bp 


TCTGGCTGCAGGGTTTCGAGCGCCGCTTCCTGGCGGCGCGCTCACTGCGCTCCTTCCCCTG 
GCAGAGCTTAGAGGCAAAGTTAAGAGACTCATCAGATTCTGAGCTGCTGCGGGATATTTTG 
CAGAAGACTGTGAAGCATCCCGTGTGTGTGAAGCACCCGCCATCAGTCAAGTATGCCCGGT 
GCTTTCTCTCAGAACTCATCAAAAAGGTCAGTGCTGTCCACACGGAGCCTTTGGACGAGCT 
GTACGAGGTGCTGGCGGAGACTCTGATGGCCAAGGAGTCCACCCAGGGCCACCGGAGCTAT 
TTGCTGCCCTCGGGAGGCTCGTTCACACTTTCCGAGATCACAGCCATCATCTCCCATGGTA 
CTACAGGCCTGGTCACATGGGACGCCACCCTCTACCTTGCAGAATGGGCCATCGAGAACCC 
AGCAGCCTTCACTAACAGGGGTGTCCTAGAGCTTGGCAGTGGCGCTGGCCTCACAGGCCTG 
GCCATCTGCAAGATGTGTCGCCCCCAGGCATACATCTTCAGCGACTGTCACAGCCGGGTCC 
TCGAGCAGCTCCGAGGGAATGTCCTTCTCAATGGCCTCTCATTAGAGGCAGACATCACTGC 
CAACTTAGACGCCCCAAGGGTGACAGTGGCCCAGCTGGACTGGGACGTAGCGACAGTCCAT 
ICAGCTCTCTGCCTTCCAGCCAGATATTGTCATTGCAGCAGACGTGCTGTATTGCCCAGAAG 
CCATCGTGTCACTGGTCGGGGTCCTGCGGAGGCTGGCTGCCTGCCGGGAGCACAAGCAGGC 
TCCTGAGGTCTACCTGGCCTTTACCGTCCGCAACCCAGAGACGTGCCAGCTGTTCACCACC 
GAGCTAGGTTGGACTGGGATCAGATGGGAAGTGGAAGCTCATCATGACCAGAAACTGTTTC 
CCTACAGAGAGCACTTGGAGATGGCAATGCTGAACCTCACACTGTAGOA^TCACACACGAC 
TCCAACGGGCTTG 

} ~ " i! ]OM Slo^ TAG aT102l 


NOV5a, 
CGI 37677-01 
Protein 
Sequence 


ORF Start: A TG at 31 
SEQ ID NO: 22 


330 aa 


MW at 36S26.8kD 


MAPEENAGTELWLQGFERRFLAARSLRSFPWQSLEAKLRDSSDSELLRDILQKTVKHPVCV 
KHPPSVKYARCFLSELIKKVSAVHTEPLDELYEVLAETLMAKESTQGHRSYLLPSGGSFTL 
SE ITAI I SHGTTGLVTWDATLYLAEWAI ENP AAFTNRGVLELGSGAGLTGLAI CKMCRPQA 
YIFSDCHSRVLEQLRGNVLLNGLSLEADITANLDAPRVTVAQLDWDVATVHQLSAFQPDIV 
IAADVLYCPEAIVSLVGVLRRLAACREHKQAPEVYLAFTVRNPETCQLFTTELGWTGIRWE 
VEAHHDQKLFPYREHLEMAMLNLTL _ 


Further analysis of the NOV5a protein yielded the following properties shown in 
Table 5B. 


Table 5B. Protein Sequence Properties NOV5a 

PSort analysis: 

0.7000 probability located in plasma membrane; 0.3902 probability located in 
microbody (peroxisome); 0.2000 probability located in endoplasmic reticulum 
(membrane): 0.1000 probability located in mitochondrial inner membrane 

SignalP analysis: 

No Known Signal Sequence Predicted 
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A search of the NOV5a protein against the Geneseq database, a proprietary database 
that contains sequences published in patents and patent publication, yielded several 
homologous proteins shown in Table 5C. 


Table 5C. Geneseq Results for NOV5a 

Geneseq 
Identifier 

j 

Protein/Organism/Length 
[Patent #, Date] 

NOVSa 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Region 

Expect 
Value 

AAB36613 

Human FLEXHT-35 protein 
seauence SEO ID N035 - 
Homo sapiens, 330 aa. 
[WO200070047-A2, 23- 
NOV-2000] 

1..330 
1..330 

302/330(91%) 
312/330(94%) 

e-174 

ABGI3115 

i 

Novel human diagnostic 
protein #13 106 - Homo 
sapiens, 425 aa. 
[WO2001 75067- A2, 11- 
OCT-2001] 

1..297 
23..319 

274/297 (92%) 
2S4/297 (95%) 

e-158 

ABG09575 

Novel human diagnostic 

protein #9566 - Homo 

sapiens, 379 aa. 

[ WO2001 75067- A2, 11- 

OCT-2001] 

1..330 
1..379 

259/379 (68%) 
277/379 (72%) 

e-134 

ABG13114 

Novel human diagnostic 
protein #13105 - Homo 
sapiens, 490 aa. 
[WO2001 75067- A2, 11- 
OCT-2001] 

1..297 
1.346 

227/346 (65%) 
245/346 (70%) 

e-113 

AAU33207 

Novel human secreted protein 
#3698 - Homo sapiens, 352 
aa. [WO200179449-A2, 25- 
OCT-2001] 

33..297 
S..246 

209/266 (78%) 
217/266 (81%) 

e-108 

In a BLAST search of public sequence datbases, the NOV5a protein was found to 
have homology to the proteins shown in the BLASTP data in Table 5D. 

Table 5D. Public BLASTP Results for NOV5a 

Protein 

Accession 

Number 

Protein/Organism/Length 

NOVSa 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Portion 

Expect 
Value 
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Q96G04 

Similar to RIKEN cDNA 
5730409G15 gene -//owe 
sapiens (Human), 330 aa. 

1.330 
1.330 

302/330(91%) 
312/330 (94%) 

e-174 

Q96S85 

Hypothetical 33.0 kDa protein 
- Homo sapiens (Human), 296 
aa. 

1..330 
I. .296 

272/330 (82%) 
282/330 (85%) 

e-152 

Q9CS89 

5730409G15Rik protein - 
Mits muscidits (Mouse), 319 
aa (fragment). 

1..298 

1 ..297 j 

214/298 (71%) 
242/298 (80%) 

e-117 

BAC05241 

CDNAFLJ40819fis, clone 
TRACH20 10771 - Homo 
sapiens (Human), 153 aa. 

1..159 
1..125 

113/159 (71%) 
116/159 (72%) 

le-53 

Q9NVL1 

CDNA FLJ 10661 fis, clone 
NT2RP2006106- /tow 
sapiens (Human), 165 aa. 

1..114 
1..87 

79/114(69%) 
S3/114 (72%) 

4e-33 


PFam analysis predicts that the NOV5a protein contains the domains shown in Table 

5E. 


Table 5E. Domain Analysis of NOV5a 



Pfam Domain 

NOV5a Match Region 

Identities/ 
Similarities 
for the Matched 
Region 

Expect Value 



Example 6. 


The NOV6 clone was analyzed, and the nucleotide and encoded polypeptide 
5 sequences are shown in Table 6A. 


Table 6A. NOV6 Sequence Analysis 


SEQIDNO:23 [948 bp j 

NOVoa. 
CGI 37697-01 
DNA Sequence 

TCCAGGCAACGCTGCGGCTCCGCCCACGTCATGGCGCCCGAGGAGAACGCGGGGACAGAAC 

TCTGGCTGCAGGGTTTCGAGCGCCGCTTCCTGGCGGCGCGCTCACTGCGCTCCTTCCCCTG 
GCAGAGCTTAGAGGCAAAGTTAAGAGACTCATCAGATTCTGAGCTGCTGCGGGATATTTTG 
CAGAAGACTGTGAAGCATCCCGTGTGTGTGAAGCACCCGCCATCAGTCAAGTATGCCCGGT 
GCTTTCTCTCAGAACTCATCAAAAAGCCCTCGGGAGGCTCGTTCACACTTTCCGAGATCAC 
AGCCATCATCTCCCATGGTACTACAGGCCTGGTCACATGGGACGCCACCCTCTACCTTGCA 
GAATGGGCCATCGAGAACCCAGCAGCCTTCACTAACAGGGGTGTCCTAGAGCTTGGCAGTG 
GCGCTGGCCTCACAGGCCTGGCCATCTGCAAGATGTGTCGCCCCCAGGCATACATCTTCAG 
CGACTGTCACAGCCGGGTCCTCGAGCAGCTCCGAGGGAATGTCCTTCTCAATGGCCTCTCA 
TTAGAGGCAGACATCACTGCCAACTTAGACGCCCCAAGGGTGACAGTGGCCCAGCTGGACT 
GGGACGTAGCGACAGTCCATCAGCTCTCTGCCTTCCAGCCAGATATTGTCATTGCAGCAGA 
CGTGCTGTATTGCCCAGAAGCCATCGTGTCACTGGTCGGGGTCCTGCGGAGGCTGGCTGCC 
TGCCGGGAGCACAAGCAGGCTCCTGAGGTCTACCTGGCCTTTACCGTCCGCAACCCAGAGA 
CGTGCCAGCTGTTCACCACCGAGCTAGGTTGGACTGGGATCAGATGGGAAGTGGAAGCTCA 
TCATGACCAGAAACTGTTTCCCTACAGAGAGCACTTGGAGATGGCAATGCTGAACCTCACA 
CTGTAGGACTCACACACGACTCCAACGGGCTTG 
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|ORP Stait: ATG at 31 

jORF Stop: TAG at 919 


SEQIDNO:24 ]296 aa jMWat 33013.5kD 

N0V6a, 
CGI 37697-01 
Protein 
Sequence 

MAPEENAGTELWLQGFERRFLAARSLRSFPWQSLEAKLRDSSDSELLRDILQKTVKHPVCV 
KHPPSVKYARCFLSELIKKPSGGSFTLSBITAIISHGTTGLVTWDATLYLAEWAIEMPAAF 
TNRGVLELGSGAGLTGLAICKMCRPQAYIFSDCHSRVLEQLRGNVLLNGLSLEADITANLD 
APRVTVAQLDWDVATVHQLSAFQPDIVIAADVLYCPEAIVSLVGVLRRLAACREHKQAPEV 
YLAFTVRNPETCQLFTTELGWTGIRWEVEAHHDQKLFPYREHLEMAMLNLTL 


Further analysis of the NOV6a protein yielded the following properties shown in 
Table 6B. 


Table 6B. Protein Sequence Properties NOV6a 

PSort analysis: 

0.7000 probability located in plasma membrane; 0.4382 probability located in 
microbody (peroxisome); 0.2000 probability located in endoplasmic reticulum 
(membrane); 0.1000 probability located in mitochondrial inner membrane 

("signalP analysis: 

No Known Signal Sequence Predicted 


A search of the NOV6a protein against the Geneseq database, a proprietary database 


that contains sequences published in patents and patent publication, yielded several 
5 homologous proteins shown in Table 6C. 


Table 6C. Geneseq Results for NOV6a 

Geneseq 
Identifier 

Protein/Organism/Length 
[Patent #, Date] 

NOV6a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Region 

Expect 
Value j 

i 

AAB36613 

Human FLEXHT-35 protein 
sequence SEQ ID NO:35 - 
Homo sapiens, 330 aa, 
[WO200070047-A2, 23- 
NOV-2000] 

1..296 

1..330 1 

271/330 (82%) 
281/330 (85%) 

e-151 

ABG13115 

Novel human diagnostic 
protein #13 106 - Homo 
sapiens s 425 aa. 
[WO200175067-A2, 11- 
OCT-2001] 

1..263 
23..319 

243/297 (81%) 
253/297 (84%) 

e-135 

ABG09575 

Novel human diagnostic 
protein #9566 - Homo 
sapiens, 379 aa. 
[WO2001 75067- A2, 11- 
OCT-2001] 

19..296 
S9..379 

220/299 (73%) 
233/299 (77%) 

e-114 
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ABG13114 

i 

i 

Novel human diagnostic 
protein #13105 - Homo 
sapiens, 490 aa. 
[WO200175067-A2, 11- 
OCT-2001] 

19..263 1 188/266(70%) 
89.. 346 « 203/266 (75%) 

f 
! 
t 

7e-94 

! AAU33207 

Novel human secreted protein 
#3698 - Homo sapiens, 352 
aa. [WO200179449-A2, 25- 
|OCT-2001] 

33. .263 \ 183/242 (75%) 
S..246 | 194/242 (79%) 

i 

1 

9e-92 

In a BLAST search of public sequence datbases, the NOV6a protein was found to 
have homology to the proteins shown in the BLASTP data in Table 6D. 

; Table 6D. Public BLASTP Results for NOV6a 

r 

| Protein 
| Accession 

| Number 

1 

Protein/Organism/Length 

NOV6a | Identities/ 
Residues/ i Similarities for 
Match ] the Matched 
Residues j Portion 

Expect 
Value 

Q96S85 

Hypothetical 33.0 kDa protein 
- Homo sapiens (Human), 296 
aa. 

1..296 
1..296 

272/296 (91%) 
282/296 (94%) 

e-157 

. Q96G04 J Similar to RJKEN cDNA 
| |5730409G15gene-tfo;/7O 
\ sapiens (Human), 330 aa. 

1..296 
1..330 

271/330 (82%) 
281/330(85%) 

e-151 

Q9CS89 

5730409G15Rik protein - 
Mus muscidiis (Mouse), 319 : 
aa (fragment). 

1 ..264 
1..297 

189/298 (63%) 
216/298 (72%) 

5e-98 

BAC05241 
AAH32519 

CDNA FLJ40819fls, clone 
TRACH2010771 - Homo 
sapiens (Human), 153 aa. 

1..125 
i.,125 

113/125 (90%) 
116/125(92%) 

6e-59 

Similar to hypothetical 
protein FLJ 10661 - Homo 
sapiens (Human), 131 aa. 

1..70 

1..66 ! 

« 

51/70 (72%) 
58/70 (82%) 

7e-20 


PFam analysis predicts that the NOV6a protein contains the domains shown in Table 


6E. 


j Table 6E. Domain Analysis of NOV6a 


r 

! Pfam Domain 


NOV6a Match Region 


Identities/ 
Similarities 
for the Matched 
Region 


Expect Value 
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Example 7. 

The NOV7 clone was analyzed, and the nucleotide and encoded polypeptide 


sequences are shown in Table 7A. 


Table 7A. NOV7 Sequence Analysis 

|SEQ1DN0:25 {1525 bp | 

NOV7a, 
CG137717-01 
DNA Sequence 

GCGGCCGCCGCAGTGAGCAACGCGGCAACCGGAGCCCGGCGGGCAGCCGGGGAGGCCGGGA 

CTGAGAGGGGCGAGCCGCTGGTGCTCCCCGGCGGCAGAGGGCCGCGTCGGCCACGGGCCCG 

GGAGAGACGCGCTCCAGCCGGCCCCAGGATGTAGGCGATCGGCGGCAGCGCTCCTGCAGGC 

GGCCGGCTCATCATGAAGAAGCACTCGGCCCGGGTGGCCCCGCTCAGCGCCTGCAACAGTC 
CGGTCCTGACCCTTACCAAAGTGGAAGGGGAGGAGCGCCCCCGGGACTCCCCGGGCCCGGC 
GGAGGCCCAGGCACCGGCCGGGGTGGAGGCCGGCGGGAGAGCGAGTCGCCGCTGCTGGACG 
TGCTCCCGGGCGCAACTCAAGAAGATCTTCTGGGGCGTGGCGGTCGTGCTGTGCGTGTGCT 
CCTCGTGGGCGGGCTCCACGCAGCTCGCCAAGCTGACCTTCAGGAAGTTCGACGCGCCCTT 
CACCCTCACGTGGTTTGCCACCAACTGGAACTTTTTATTCTTCCCGTTGTACTACGTGGGG 
CACGTCTGCAAGTCCACAGAGAAGCAGTCTGTGAAGCAGCGATACAGGGAATGCTGTCGAT 
TTTTTGGAGACAATGGCTTGACTTTGAAGGTGTTTTTTACCAAGGCAGCACCCTTTGGTGT 
TCTTTGG ACACTC AC AAACT AC CT G T ACTT AC ATG C AAT AAAG AAAAT AAAC ACT ACGGAT 
GTCTCCGTGTTGTTCTGCTGCAACAAAGCTTTTGTGTTCTTGCTCTCATGGATCGTTCTCA 
GGGACAGATTCATGGGAGTGATTGTGGCCGCCATCCTCGCCATCGCTGGCATTGTGATGAT 
GACCTACGCTGATGGCTTCCACAGCCACTCCGTCATCGGCATCGCACTGGTGGTGGCCTCA 
GCATCGGTTTTGTTCAAGCTCCTCCTGGGCAGTGCTAAGTTTGGAGAAGCCGCCTTATTTT 
TGTCCATCTTGGGTGTGTTTAACATCCTCTTCATCACCTGCATTCCTATTATCCTCTACTT 
TACCAAAGTGGAATACTGGAGCTCTTTTGATGACATTCCATGGGGAAACCTTTGTGGATTT 
TCAGTTCTTTTATTGGCATTCAATATTGTATTAAATTTTGGAATTGCCGTTACATATCCCA 
CTCTGATGTCTCTTGGAATCGTCCTCAGCATACCTGTGAATGCAGTGATTGATCACTACAC 
CAGTCAGATCGTCTTCAATGGGGTCCGGGTCATCGCCATCATCATCATCGGCCTGGGTTTT 
CTCCTCCTGCTCCTGCCAGAGGAGTGGGATGTCTGGTTGATCAAGCTGCTCACCCGACTCA 
AAGTGAGGAAGAAGGAGGAGCCTGCAGAGGGCGCTGCCGACCTGAGCTCAGGACCTCAGAG 
CAAGAACAGAAGAGCCCGGCCTTCCTTCGCCCGCTAACACCACTCCTCTAGAACTCGGTGG 
TAATGACTGGGAGGTCTATTCCTGCCGGGAGGAACCTCAGTTGGGTAAGGTGTACATACCT 


ORF Start ATG at 1 96 | jORF Stop TA A at 1 43 8 



NOV7a, ; 
CG137717-01 
Protein 
Sequence 

SEQ ID NO: 26 [414 aa ( M ^L at 45936JS 

MKKHSARVAPLSACNSPVLTLTKVEGEERPRDSPGPAEAQAPAGVEAGGRASRRCWTCSRA 
QLKKIFWGVAWLCVCSSWAGSTQLAKLTFRKFDAPFTLTWFATNWNFLFFPLYYVGHVCK 
STEKQSVKQRYRECCRFFGDNGLTLKVFFTKAA'PFGVLWTIjTNYLYLHAIKKINTTDVSVL 
FCCNKAFVFLLSWIVLRDRFMGVIVAAILAIAGIVMMTYADGFHSHSVIGIALWASASVL 
FKLLLGSAKFGEAALFLSILGVFNILFITCIPIILYFTKVEYWSSFDDIPWGNLCGFSVLL 
LAFNIVLNFGIAVTYPTLMSLGIVLSIPVNAVIDHYTSQIVFNGVRVIAIIIIGLGFLLLL 
LPEEWDVWLIKLLTRLKVRKKEEPAEGAADLSSGPQSKNRRARPSFAR 


Further analysis of the NOV7a protein yielded the following properties shown in 
5 Table 7B. 


Table 7B. Protein Sequence Properties NOV7a 

PSort analysis: 

0.6000 probability located in plasma membrane; 0.4663 probability located in 
mitochondrial inner membrane; 0.4000 probability located in Golgi body; 
0.3000 probability located in endoplasmic reticulum (membrane) 

SignalP analysis: 

No Known Signal Sequence Predicted 
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A search of the NOV7a protein against the Geneseq database, a proprietary database 
that contains sequences published in patents and patent publication, yielded several 
homologous proteins shown in Table 7C. 


Table 7C. Geneseq Results for NOV7a 

Geneseq 
Identifier 

Protein/Organism/Length 
[Patent #, Date] 

NOV7a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for the 
Matched Region 

Expect 
Value 

ABG 16671 

Novel human diagnostic 
protein #16662 - Homo 
sapiens, 531 aa. 
[WO200175067-A2, 11- 
OCT-2001] 

5..2S4 
168..492 

160/329 (48%) 
208/329 (62%) 

2e-S0 

ABB89266 

1 ■ 

Human polypeptide SEQ ID 

NO 1 642 - Homo sapiens, 

134 aa, [WO200190304-A2, 

29-NOV-2001] 

1..134 
1.134 

134/134(100%) 
134/134(100%) 

le-76 

AAM36449 

Peptide #10486 encoded by 
probe for measuring 
placental gene expression - 
Homo sapiens, 11 aa. 
[WO2001 57272- A2, 09- 
AUG-2001] 

338..414 
1..77 

77/77(100%) 
77/77(100%) 

5e-37 

AAM76340 

Human bone marrow 
expressed probe encoded 
protein SEQ ID NO: 36646- 
Homo sapiens, 11 aa. 
[WO200157276-A2, 09- 
AUG-2001] 

33S..414 
1..77 

77/77(100%) 
77/77(100%) 

5e-37 

AAM63526 

Human brain expressed 
single exon probe encoded 
protein SEQ ID NO: 35631 - 
Homo sapiens, 11 aa. 
[WO2001 57275- A2. 09- 
AUG-2001] 

338..414 
1..77 

77/77(100%) 
77/77(100%) 

5e-37 


5 in a BLAST search of public sequence datbases, the NOV 7a protein was found to 

have homology to the proteins shown in the BLASTP data in Table 7D. 

[Table 7D. Public BLASTP Results for NOV7a j 
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Protein 

Accession 

Number 

Protein/Organism/Length 

NOV7a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Portion 

Expect 
Value 

BAC04479 

CDNA FLJ37712 fis, clone 
BRHIP201S369-//owo 
sapiens (Human), 490 aa. 

27..414 
96..490 

387/395 (97%) 
387/395 (97%) 

0.0 

Q9JJG8 

Brain cDNA, clone MNCb- 
0335 - Mm mitscitlus 
(Mouse), 335 aa. 

114..406 
26..325 

179/300 (59%) 
227/300 (75%) 

le-99 

Q8T0 m8 

GH203S8p - Drosophila 
melanogaster (Fruit fly)., 57S 
aa. 

94..379 
245..536 

102/295 (34%) 
165/295 (55%) 

7e-46 

Q95XC7 

Hypothetical 37.3 kDa 
protein - Caenorhabditis 
elegcms, 339 aa. 

66.36S 
16..326 

110/320 (34%) 
170/320 (52%) 

5e-39 

Q9VDJ2 

CGI 5688 protein - 
Drosophila melanogaster 
(Fruit fly) ? 365 aa. 

94..211 
245..361 

47/119(39%) 
70/119(58%) 

2e-17 


PFam analysis predicts that the NOV7a protein contains the domains shown in Table 


7E. 


Table 7E. Domain Analysis of NOV7a 

Pfam Domain j NOV7a Match Region 

i . ... ; J 

Identities/ 
Similarities 

for the Matched Region 

Expect Value 

DUF6 j 7S..222 

24/147(16%) 
99/147(67%) 

0.053 


Example 8. 

The NOVS clone was analyzed, and the nucleotide and encoded polypeptide 
sequences are shown in Table 8A. 


NOV8a, jTAAGCACCAGGAGTCCA TGAAGAAGA TGGCTCCTGCCATGGAATCCCCTACTCTACTGTGT 

CGI 37793-01 


Table 8A. NOV8 Sequence Analysis 


|SEQ ID NO: 27 


l898bp" 


DNA Sequence 


GTAGCCTTACTGTTCTTCGCTCCAGATGGCGTGTTAGCAGTCCCTCAGAAACCTAAGGTCT 
CCTTGAACCCTCCATGGAATAGAATATTTAAAGGAGAGAATGTGACTCTTACATGTAATGG 
GAACAATTTCTTTGAAGTCAGTTCCACCAAATGGTTCCACAATGGCAGCCTTTCAGAAGAG 
ACAAATTCAAGTTTGAATATTGTGAATGCCAAATTTGAAGACAGTGGAGAATACAAATGTC 
AGCACCAACAAGTTAATGAGAGTGAACCTGTGTACCTGGAAGTCTTCAGTGACTGGCTGCT 
CCTTCAGGCCTCTGCTGAGGTGGTGATGGAGGGCCAGCCCCTCTTCCTCAGGTGCCATGGT 
TGGAGGAACTGGGATGTGTACAAGGTGATCTATTATAAGGATGGTGAAGCTCTCAAGTACT 
GGTATGAGAACCACAACATCTCCATTACAAATGCCACAGTTGAAGACAGTGGAACCTACTA 
CTGTACGGGCAAAGTGTGGCAGCTGGACTATGAGTCTGAGCCCCTCAACATTACTGTAATA 
AAAGCTCCGCGTGAGAAGTACTGGCTACAATTTTTTATCCCATTGTTGGTGGTGATTCTGT 
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ttgctgtggacacaggattatttatctcaacccagcagcaggtcacatttctcttgaagat 
taagagaaccaggaaaggcttcagacttctgaacccacatcctaagccaaaccccaaaaac 
aactgatataattactcaagaaatatttgcaacattagtttttttccagcatcagcaattg 

ctactcaattgtcaaacacagcttgcaataaagggcgattccag 


ORF Start: ATG at 26 | 

ORF Stop: TGA at 797 

NOV8a7'"^ 
CG 137793-01 
Protein 
Sequence 

SEQ ID NO: 28 !257aa 

MWat2959?6kD"~ ~ 

MAPAMESPTLLCVALLFFAPDGVLAVPQKPKVSLNPPWNRIFKGE^^v7TLTCNGNNFFEVSS 
TKWFHNGSLSEETNSSLNIVNAKFEDSGEYKCQHQQVNESEPVYLEVFSDWLLLQASAEW 
MEGQPLFLRCHGWRNWDVYKVIYYKDGEALKYWYENHNISITNATVEDSGTYYCTGKVWQL 
DYESEPLNITVIKAPREKYWLQFFIPLLWILFAVDTGIiFISTQQQVTFLLKIKRTRKGFR 
LLNPHPKPNPKNN 

SEQ ID NO: 29 [757 bp j 

NOVSb, 
CGI 37793-02 
DNA Sequence 

TAAGCACCAGGAGTCCATGAAGAAGATGGCTCCTGCCATGGAATCCCCTACTCTACTGTGT 
GTAGCCTTACTGTTCTTCGCTCCAGATGGCGTGTTAGCAGTCCCTCAGAAACCTAAGGTCT 
CCTTG AACCCT CC ATG G AAT AG AAT ATTT AAAGG AG AGAAT GTG ACTC TTAC ATGT AATGG 
GAACAATTTCTTTGAAGTCAGTTCCACCAAATGGTTCCACAATGGCAGCCTTTCAGAAGAG 
ACAAATTCAAGTTTGAATATTGTGAATGCCAAATTTGAAGACAGTGGAGAATACAAATGCC 
ATGGTTGGAGGAACTGGGATGTGTACAAGGTGATCTATTATAAGGATGGTGAAGCTCTCAA 
GTACTGGTATGAGAACCACAACATCTCCATTACAAATGCCACAGTTGAAGACAGTGGAACC 
TACTACTGTACGGGCAAAGTGTGGCAGCTGGACTATGAGTCTGAGCCCCTCAACATTACTG 
TAATAAAAGCTCCGCGTGAGAAGTACTGGCTACAATTTTTTATCCCATTGTTGGTGGTGAT 
TCTGTTTGCTGTGGACACAGGATTATTTATCTCAACTCAGCAGCAGGTCACATTTCTCTTG 
AAGATTAAGAGAACCAGGAAAGGCTTCAGACTTCTGAACCCACATCCTAAGCCAAACCCCA 
AAAACAACTGATATAATTACTCAAGAAATATTTGCAACATTAGTTTTTTTCCAGCATCAGC 

jAATTGCTACTCAATTGTCAAACACA 

ORP Start: ATG at 26 ~~] (ORP Stop: TGA at 680 1 
jSEQ ID NO: 30 "]218 aa ~ jMW at 25079.5kD 

NOVSb, jMAPAMESPTLLCVALLFFAPDGVLAVPQKPKVSLNPPWNRIFKGENVTLTCNGNNFFEVSS 

CG137793-02 itkwfhngslseetnsslnivnakfedsgeykchgwrnwdvykviyykdgealkywyenhni 
Protein :sitnatvedsgtyyctgkvwqldyeseplnitvikaprekywlqffipllwilfavdtgl 
Sequence Ifistqqqvtfllkikrtrkgfrllnphpkpnpknn 


Sequence comparison of the above protein sequences yields the following sequence 
relationships shown in Table SB. 


Table 8B. Comparison of NOV8a against NOV8b. 

Protein Sequence 

NOV8a Residues/ 
Match Residues 

Identities/ 

Similarities for the Matched Region 

NOV8b 

1..246 
1..207 

207/246 (84%) 
207/246 (84%) 


Twenty polymorphic variants of NOVSb have been identified and are shown in 
Table 41C. 


5 Further analysis of the NOVSa protein yielded the following properties shown in 

Table 8C. 


[Table 8C. Protein Sequence Properties NOVSa 
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PSort analysis: 

0.4600 probability located in plasma membrane; 0.1594 probability located in 
microbody (peroxisome); 0.1000 probability located in endoplasmic reticulum 
(membrane); 0.1000 probability located in endoplasmic reticulum (lumen) 

SignalP analysis: 

Cleavage site between residues 26 and 27 


A search of the NOV8a protein against the Geneseq database, a proprietary database 
that contains sequences published in patents and patent publication^ yielded several 


homologous proteins shown in Table 8D. 


Table 8D. Geneseq Results for NOV8a 

Geneseq 
Identifier 

Protein/Organism/Length 
(Patent #, Date] 

NOV8a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for the 
Matched Region 

Expect 
Value 

AAB31584 

i 

Amino acid sequence of a 
human Fc epsilon receptor 
alpha-chain - Homo sapiens, 
257 aa. [WO200104310-AK 
18-JAN-2001] 

1..257 
1..257 

257/257(100%) 
257/257(100%) 

e-155 

AAB74667 

Human immunoglobulin E 
receptor I alpha subunit 
protein - Homo sapiens, 257 
aa. [WO200111010-A2, 15- 
FEB-2001] s 

1..257 
1..257 

257/257(100%) 
257/257 (100%) 

e-155 
e-155 

AAY96230 

Human Fc receptor, 
FcepsilonRIa - Homo 
sapiens, 260 aa. 
[EP1006183-Al,07-JUN- 
2000] 

1..257 
4..260 

257/257(100%) 
257/257 (100%) 

AAW61190 

The alpha chain of a Fc 
epsilon receptor - Homo 
sapiens, 257 aa. 
[V7O9S23964-Ai,04-JUN- 
1998] 

1..257 
1..257 

257/257 (100%) 
257/257(100%) 

e-155 

AAW24066 

Alpha subunit of human high 
affinity receptor for IgE 
(human FcERI) - Homo 
sapiens, 257 aa. 
[US5639660-A, 17-JUN- 
1997] 

5 1..257 
1..257 

257/257 (100%) 
257/257(100%) 

e-155 


In a BLAST search of public sequence datbases, the NOV8a protein was found to 


5 have homology to the proteins shown in the BLASTP data in Table 8E. 


Table 8E. Public BLASTP Results for NOV8a 
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r — - 

Protein 

Accession 
Number 

j NOVSa 

Protein/Organism/Length j j^JJ*' 

j Residues 

Identities/ 
Similarities for the 
Matched Portion 

Expect 
Value 

j P123 19 

i 
1 

! 

High affinity 
immunoglobulin epsilon 
receptor alpha-subunit 
precursor (FcERI) (IgE Fc 
receptor, alpha-subunit) (Fc- 
epsilon Rl-alpha) - Homo 
sapiens (Human), 257 aa. 

1..257 
1..257 

257/257(100%) 
257/257(100%) 

e-154 

AAH15195 

Fc IgE, high affinity I, 
receptor for, alpha 
polypeptide - Homo sapiens 
(Human), 257 aa. 

1..257 
1..257 

256/257 (99%) 
256/257 (99%) 

e-154 

XAC2S464 

Sequence 4 from Patent 
WO01 043 1 0 - Homo sapiens 
(Human), 232 aa (fragment). 

26..257 
1..232 

232/232(100%) 
232/232(100%) 

e-139 

;CAC2S471 

i 

Sequence 26 from Patent 
WO0104310 - Cloning vector 
pINTl,660aa. 

1..197 
1..197 

197/197(100%) 
197/197(100%) 

e-117 

j CAC28468 

Sequence 1 7 from Patent 
WOO 1043 10 - Cloning vector 
pINTi, 756 aa (fragment). 

1.197 
1..197 

197/197(100%) 
197/197(100%) 

e-117 


PFam analysis predicts that the NOVSa protein contains the domains shown in Table 

8F. 


Table 8F. Domain Analysis of NOV8a 

Pfam Domain 

NOVSa Match Region 

Identities/ 
Similarities 
for the Matched 
Region 

Expect Value 

ig 

1 

44..95 

19/54 (35%) 
37/54 (69%) 

1.4e-10 


125..178 

14/56 (25%) 
37/56 (66%) 

0.00018 


Example 9. 


The NOV9 clone was analyzed, and the nucleotide and encoded polypeptide 
5 sequences are shown in Table 9A. 


[Table 9A, NOV9 Sequence Analysis 
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SEQ ID NO: 31 


|4330 bp 


NOV9a, ] TCTAGGAGCCAGCCCCACCCTTAGAAAAG ATGTTTTCCATGAGGATCGTCTGCCTGGTCCT 
CG137873-01 AAGTGTGGTGGGCACAGCATGGACTGCAGATAGTGGTGAAGGTGACTTTCTAGCTGAAGGA 
DNA Seauence GGAGGCGTGCGTGGCCCAAGGGTTGTGGAAAGACATCAATCTGCCTGCAAAGATTCAGACT 
q GGCCCTTCTGCTCTGATGAAGACTGGAACTACAAATGCCCTTCTGGCTGCAGGATGAAAGG 
GTTGATTGATGAAGTCAATCAAGATTTTACAAACAGAATAAATAAGCTCAAAAATTCACTA 
TTTGAATATCAGAAGAACAATAAGGATTCTCATTCGTTGACCACTAATATAATGGAAATTT 
TG AG AG GCG ATTTT T C CTC AG CC AAT AACCG TG AT AAT AC CTACAAC CG AGTGTC AG AG G A 
TCTGAGAAGCAGAATTGAAGTCCTGAAGCGCAAAGTCATAGAAAAAGTACAGCATATCCAG 
CTTCTGCAGAAAAATGTTAGAGCTCAGTTGGTTGATATGAAACGACTGGAGGTGGACATTG 
AT ATT AAG AT CCG AT CTTGT CG AGGGT C ATG C AGT AGGG CTTT AG CT CGT G AAGT AG ATCT 
GAAGGACTATGAAGATCAGCAGAAGCAACTTGAACAGGTCATTGCCAAAGACTTACTTCCC 
TCTAGAGATAGGCAACACTTACCACTGATAAAAATGAAACCAGTTCCAGACTTGGTTCCCG 
GAAATTTTAAGAGCCAGCTTCAGAAGGTACCCCCAGAGTGGAAGGCATTAACAGACATGCC 
GCAGATGAGAATGGAGTTAGAGAGACCTGGTGGAAATGAGATTACTCGAGGAGGCTCCACC 
TCTTATGGAACCGGATCAGAGACGGAAAGCCCCAGGAACCCTAGCAGTGCTGGAAGCTGGA 
ACTCTGGGAGCTCTGGACCTGGAAGTACTGGAAACCGAAACCCTGGGAGCTCTGGGACTGG 
AGGGACTGCAACCTGGAAACCTGGGAGCTCTGGACCTGGAAGTACTGGAAGCTGGAACTCT 
GGGAGCTCTGGAACTGGAAGTACTGGAAACCAAAACCCTGGGAGCCCTAGACCTGGTAGTA 
GCGGAACCTGGAATCCTGGCAGCTCTGAACGCGGAAGTGCTGGGCACTGGACCTCTGAGAG 
CTCTGTATCTGGTAGTACTGGACAATGGCACTCTGAATCTGGAAGTTTTAGGCCAGATAGC 
CCAGGCTCTGGGAACGCGAGGCCTAACAACCCAGACTGGGGCACATTTGAAGAGGTGTCAG 
G AAATGT AAGT CC AG GG AC AAG G AG AG AGT ACC AC AC AG AAAAACTG GT C ACTT CT AAAGG 
AGATAAAGAGCTCAGGACTGGTAAAGAGAAGGTCACCTCTGGTAGCACAACCACCACGCGT 
CGTTCATGCTCTAAAACCGTTACTAAGACTGTTATTGGTCCTGATGGTCACAAAGAAGTTA 
CCAAAGAAGTGGTGACCTCCGAAGATGGTTCTGACTGTCCCGAGGCAATGGATTTAGGCAC 
ATTGTCTGGCATAGGTACTCTGGATGGGTTCCGCCATAGGCACCCTGATGAAGCTGCCTTC 
TTCGACACTGCCTCAACTGGAAAAACATTCCCAGGTTTCTTCTCACCTATGTTAGGAGAGT 
TTGTCAGTGAGACTGAGTCTAGGGGCTCAGAATCTGGCATCTTCACAAATACAAAGGAATC 
CAGTTCTCATCACCCTGGGATAGCTGAATTCCCTTCCCGTGGTAAATCTTCAAGTTACAGC 
AAAC AATTT A CTAG TAG C ACG AGTT AC AAC AG AGG AG A CT C CAC ATTTG AAAG C AAG AG CT 
ATAAAATGGCAGATGAGGCCGGAAGTGAAGCCGATCATGAAGGAACACATAGCACCAAGAG 
AGGCCATGCTAAATCTCGCCCTGTCAGAGGTATCCACACTTCTCCTTTGGGGAAGCCTTCC 
CTGTCCCCCTAGACTAAGTTAAATATTTCTGCACAGTGTTCCCATGGCCCCTTGCATTTCC 


TTCTTAACTCTCTGTTACACGTCATTGAAACTACACTTTTTTGGTCTGTTTTTGTGCTAGA 


CTGTAAGTTCCTTGGGGGCAGGGCCTTTGTCTGTCTCATCTCTGTATTCCCAAATGCCTAA 


CAGTACAGAGCCATGACTCAATAAATACATGTTAAATGGATGAATGAATTCCTCTGAAACT 


CTATTTGAGCTTATTTAGTCAAATTCTTTCACTATTCAAAGTGTGTGCTATTAGAATTGTC 


ACCCAACTGATTAATCACATTTTTAGTATGTGTCTCAGTTGACATTTAGGTCAGGCTAAAT 


ACAAGTTGTGTTAGTATTAAGTGATGCTTAGCTACCTGTACTGGTTACTTGCTATTAGTTT 


AGCTACCGGGATCCAGTAAGATTTTTTCTGTTTATTGCGATCAAGAGACCAGTTTGGGAGG 


GTGCAAGTAAAATTCCAAATACATTTGAGGAAAATCCCCTTTGCAATTTGTAGGTATAAAT 


AACCGCTTATTTGCATAAGTTCTATCCCACTGTAAGTGCATCCTTTCCCTATGGAGGGAAG 


GAAAGGAGGAAGAAAGAAAGGAAGGGAAAGAAACAGTATTTGCCTTATTTAATCTGAGCCG 


TGCCTATCTTTGTAAAGTTAAATGAGAATAACTTCTTCCAACCAGCTTAATTTTTTTTTTA 


GACTGTGATGATGTCCTCCAAACACATCCTTCAGGTACCCAAAGTGGCATTTTCAATATCA 


ATGGCTTTTGATCCAGCAAAGAATGGATGGATCACTGAATTTTAACCGGACCTGGCAAGAC 


TACAAGAGAGGTTTCGGCAGCCTGAATGACGAGGGGGAAGGAGAATTCTGGCTAGGCAATG 


ACTACCTCCACTTACTAACCCAAAGGGGCTCTGTTCTTAGGGTTGAATTAGAGGACTGGGC 


TGGGAATGAAGCTTATGCAGAATATCACTTCCGGGTAGGCTCTGAGGCTGAAGGCTATGCC 


CTCCAAGTCTCCTCCTATGAAGGCACTGCGGGTGATGCTCTGATTGAGGGTTCCGTAGAGG 


AAGGGGCAGAGTACACCTCTCACAACAACATGCAGTTCAGCACCTTTGACAGGGATGCAGA 


CCAGTGGGAAGAGAACTGTGCAGAAGTCTATGGGGGAGGCTGGTGGTATAATAACTGCCAA 


GCAGCCAATCTCAATGGAATCTACTACCCTGGGGGCTCCTATGACCCAAGGAATAACAGTC 


CTTATGAGATTGAGAATGGAGTGGTCTGGGTTTCCTTTAGAGGGGCAGATTATTCCCTCAG 


GGCTGTTCGCATGAAAATTAGGCCCCTTGTGACCCAATAGGCTGAAGAAGTGGGAATGGGA 


GCACTCTGTCTTCTTTGCTAGAGAAGTGGAGAGAAAATACAAAAGGTAAAGCAGTTGAGAT 


TCTCTACAACCTAAAAAATTCCTAGGTGCTATTTTCTTATCCTTTGTACTGTAGCTAAATG 


TACCTGAGACATATTAGTCTTTGAAAAATAAAGTTATGTAAGGTTTTTTTTATCTTTAAAT 
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1 

AGPTPTP,TGnPTTTTAAPATTTTTGTAAAGATATACCAAGGGCCATTCAGTACATCAGGAA 

AGTGGCAGACAGAAGCTTCTCTCTGCAACCTTGAAGACTATTGGTTTGAGAACTTCTCTTC 

CCATACCACCCAAAATCATAATGCCATTGGAAAGCAAAAAGTTGTTTTATCCATTTGATTT 

GAATTGTTTTAAGCCAA1 Al 1 1 lAAbulAAAftL 1 LAL 1 OAHIV. ii\rtLLHlrt^L J. u*H^U ill 

GTAGTAGAATTTACAACTTATAATTACAATGCACAATTTATAATTACAATATGTATTTATG 

TCTTTTGCTATGGAGCAAATCCAGGAAGGCAAGAGAAACATTCTTTCCTAAATATAAATGA 

AAATCTATCCTTTAAACTCTTCCACTAGACGTTGTAATGCACACTTATTTTTTTCCCAAGG 

AGTAACCAATTTCTTTCTAAAACACATTTAAAJVTTTTAAAACTATTTATGAATATTAAAAA 

AAGACATAATTCACACATTAATAAACAATCTCCCAAGTATTGATTTAACTTCATTTTTCTA 

ATAATCATAAACTATATTCTGTGACATGCTAATTATTATTAAATGTAAGTCGTTAGTTCGA 

AAGCCTCTCACTAAGTATGATCTATGCTATATTCAAAATTCAACCCATTTACTTTGGTCAA 

TATTTGATCTAAGTTGCATCTTTAATCCTGGTGGTCTTGCCTTCTGATTTTTAATTTGTAT 

C CTTTTCT ATT AAG AT AT ATTTGT C ATTTT CT C TT G AAT ATGT ATT AAAAT ATC C C AAG C 


ORF Start: ATG at 30 j ]ORF Stop: TAG at 1962 


SEQ ID NO: 32 |644 aa !;MW at 69756.0kD 

NOV9a, 
CGI 37873-01 
Protein 
Sequence 

i 

MFSMRIVCLVLSWGTAWTADSGEGDFLAEGGGVRGPRWERHQSACKDSDWPFCSDEDWN 
YKCPSGCRMKGLIDEVNQDFTNRINKLKNSLFEYQKNNKDSHSLTTNIMEILRGDFSSANN 
RDNTYNRVS EDLRS RI E VLKRKVI EKVQH I QLLQKNVR AQLVDMKRLE VD I DI KI RS CRGS 
CSRALAREVDLKDYEDQQKQLEQVIAKDLLPSRDRQHLPLIKMKPVPDLVPGNFKSQLQKV 
PPBWKALTDMPQMRMELERPGGNBITRGGSTSYGTGSETESPRNPSSAGSWNSGSSGPGST 
GNRNPGSSGTGGTATWKPGSSGPGSTGSWNSGSSGTGSTGNQNPGSPRPGSTGTWNPGSSE 
RGSAGHWTSESSVSGSTGQWHSESGSFRPDSPGSGNARPNNPDWGTFEEVSGNVSPGTRRE 
YHTEKLVTSKGDKELRTGKEKVTSGSTTTTRRSCSKTVTKTVIGPDGHKEVTKEWTSEDG 
SDCPEAMDLGTLSGIGTLDGFRHRHPDEAAFFDTASTGKTFPGFFSPMLGEFVSETESRGS 
ESGIFTNTKESSSHHPGIAEFPSRGKSSSYSKQFTSSTSYNRGDSTFESKSYKMADEAGSE 
ADH EGTHST KRGHAKS R P VRG I HTS P LG K P S LS P 

r: ; 

|NOV9b, 
CGI 37873-03 
DNA Sequence 

SEQ ID NO: 33 jl515bp \ 

AATCCTTTCTTTCAGCTGGAGTGTCCTCAGGAGCCAGCCCCACCCTTAGAAAAGATGTTTT 

CCATGAGGATCGTCTGCCTGGTCCTAAGTGTGGTGGGCACAGCATGGACTGCAGATAGTGG 
TGAAGGTGACTTTCTAGCTGAAGGAGGAGGCGTGCGTGGCCCAAGGGTTGTGGAAAGACAT 
CAATCTGCCTGCAAAGATTCAGACTGGCCCTTCTGCTCTGATGAAGACTGGAACTACAAAT 
GCCCTTCTGGCTGCAGGATGAAAGGGTTGATTGATGAAGTCAATCAAGATTTTACAAACAG 
AATAAATAAGCTCAAAAATTCACTATTTGAATATCAGAAGAACAATAAGGATTCTCATTCG 
TTGACCACTAATATAATGGAAATTTTGAGAGGCGATTTTTCCTCAGCCAATAACCGTGATA 
AT AC C TAG AACCG AGT GT C AG AGG AT CTG AG AAG CAG AATTG AAGT CCTG AAG CGC AAAGT 
r i 7±. r v&nTi a is. a arTarar patzitppappttptPPA AAAAAATGTTAGAGCTCAGTTGGTTGAT 
aTpfiB a pp a ptpp a pptpp a pattp AT ATT A AG ATCPG AT CTTGTCGAGGGTCATGCAGT A 
p p r< pttt a p p t p ptp a a pt a p a t p TP A A fifi A PT AT G AAG AT C AG C AG AAG C AAC TTG AAC A 
ppTPaTTPPPAAAPAPTTAPTTPPPTCTAGAGATAGGCAACACTTACCACTGATCAAAATG 
AAACCAGTTCCAGACTTGGTTCCCGGAAATTTTAAGAGCCAGCTTCAGAAGGTACCCCCAG 
AGTGGAAGGCATTAACAGACATGCCGCAGATGAGAATGGAGTTAGAGAGACCTGGTGGAAA 
TGAGATTACTCGAGGAGGCTCCACCTCTTATGGAACCGGATCAGAGACGGAAAGCCCCAGG 
aappptappaptpptpga AGPTGGAAPTCTGGGAGCTCTGGACCTGGAAGTACTGGAtAGCT 
GGAAGCTGGAAGTACTGGAAACCAAAACCCTGGGAGCCCTAGACCTGGTAGTACCGGAACC 
TGGAATCCTGGCAGCTCTGAACGCGGAAGTGCTGGGCACTGGACCTCTGAGAGCTCTGTAT 
CTGGTAGTACTGGACAATGGCACTCTGAATCTGGAAGTTTTAGGCCAGATAGCCCAGGCTC 
TGGGAACGCGAGGCCTAACAACCCAGACTGGGGCACATTTGAAGAGGTGTCAGGAAATGTA 
AGTCCAGGGACAAGAGAGAGTACACACAGAAAACTGGTCCTTCTACAAGAGATAAGAGCTC 

GGACTGGTAAGAGAGGTCACTCTGGTACACAACACACGCGTGTCATCTCTAAACGTACTAG 

ACGTATGGCCGATGTCCAGAGTACAGAATGGAACCCAATGTCACTCCAGAAGATAGAATTT 

AGATTAATTAAGGTCCAAGCCGAATGCTAACTCATAAATGTTACCTAAAAATAGAAACTGA 

TAAT C AATT AC ATAATAATAAAGATAAAG ATAAAAAAAAG AATAAAAAAAA 


ORF Start: ATG at 55 ] lORF Stop: TAA at 1219 


SEQ ID NO: 34 J3S8 aa |MW at 43094.6kD 

NOV9b, 
CGI 37873-03 

MFSMRIVCLVLSWGTAWTADSGEGDFLAEGGGVRGPRWERHQSACKDSDWPFCSDEDWN 
YKCPSGCRMKGLIDEVNQDFTNRINKLKNSLFEYQKNNKDSHSLTTNIMEILRGDFSSANN 
RDNTYNRVSEDLRSRIEVLKRKVIEKVQHIQLLQKNVRAQLVDMKRLEVDIDIKIRSCRGS 
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Protein 
Sequence 


CSRALAREVDLKDYEDQQKQLEQVIAKDLLPSRDRQHLPLIKMKPVPDLVPGNFKSQLQKV 
PPEWKALTDMPQMRMELERPGGNEITRGGSTSYGTGSETESPRNPSSAGSWNSGSSGPGST 
GSWKLEVLETKTLGALDLWPEPGILAALNAEVLGTGPLRALYLWLDNGTLNLEVLGQIA 
QALGTRGLTTQTGAHLKRCQEM ^ _ 

SEQ ID NO : 35 7l734bp ~ ' " J ' ~ 


NOV9C, j AATCCTTTCTTTCAGCTGGAGTGTCCTCAGGAGCCAGCCCCACCCTTAGAAAAGA TGTTTT 

CG 1 37873-02 Iccatgaggatcgtctgcctggtcctaagtgtggtgggcacagcatggactgcagatagtgg 
DNA Sequence tgaaggtgactttctagctgaaggaggaggcgtgcgtggcccaagggttgtggaaagacat 
1 caatctgcctgcaaagattcagactggcccttctgctctgatgaagactggaactacaaat 
]gcccttctggctgcaggatgaaagggttgattgatgaagtcaatcaagattttacaaacag 
aataaataagctcaaaaattcactatttgaatatcagaagaacaataaggattctcattcg 
ttgaccactaatataatggtvaattttgagaggcgatttttcctcagccaataaccgtgata 
atacctacaaccgagtgtcagaggatctgagaagcagaattgaagtcctgaagcgcaaagt 
Icatagaaaaagtacagcatatccagcttctgcaaaaaaatgttagagctcagttggttgat 
atgaaacgactggaggtggacattgatattaagatccgatcttgtcgagggtcatgcagta 
gggctttagctcgtgaagtagatctgaaggactatgaagatcagcagaagcaacttgaaca 
ggtcattgccaaagacttacttccctctagagataggcaacacttaccactgatcaaaatg 
aaaccagttccagacttggttcccggaaattttaagagccagcttcagaaggtacccccag 
agtggaaggcattaacagacatgccgcagatgagaatggagttagagagacctggtggaaa 
tgagattactcgaggaggctccacttcttatggaaccggatcagagacggaaagcccaagg 
aaccctagcagtgctggaagctggaactctgggagctctggacctggaagtactggaagct 
ggaactctgggagctctggaactggaagtactggaaaccaaaaccctgggagccctagacc 
tggtagtaccggaacctggaatcctggcagctctgaacgcggaagtgctgggcactggacc 
tctgagagctctgtatctggtagtactggacaatggcactctgaatctggaagttttaggc 
cagatagcccaggctctgggaacgcgaggcctaacaacccagactggggctcagaatctgg 
. : catcttcacaaatacaaaggaatccagttctcatcaccctgggatagctgaattcccttcc 
cgtggtaaatcttcaagttacagcaaacaatttactagtagcacgagttacaacagaggag 
[actccacatttgaaagcaagagctataaaatggcagatgaggccggaagtgaagccgatca 
|tgaaggaacacatagcaccaagagaggccatgctaaatctcgccctgtcagaggtatccac 
iacttctcctttggggaagccttccctgtccccctag actaagttaaatatttctgcacagt 
S gttcccatggccccttgcatttccttcttaactctctgttacacgtcattgaaactacact 
Itttttggtctgtttttgtgctagactgtaagttccttgggggcagggcctttgtctgtctc 


NOV9c, 
CGI 37873-02 
Protein 
Sequence 


atctctgtattcccaaatgcctaacagtacaggcccatgactcaataaatacatgttaaat 

Jg gatgaatgaattcctctgaaactct ^ _ 

.W^^^^W^ I ]ORF Stop: T AG at 1498 

JSEQ ID NO: 36 " j48l"aa ^ ^ jMWat 5264S.5kp 

Imfsmrivclvls fl aegggvrg PR werhqs ackds d w pfcs dedwn 

ykcpsgcrmkglidevnqdftnrinklknslfeyqknnkdshslttnimeilrgdfssann 
rdntynrvsedlrsrievlkrkviekvqhiqllqknvraqlvdmkrlevdidikirscrgs 
csralarevdlkdyedqqkqleqviakdllpsrdrqhlplikmkpvpdlvpgnfksqlqkv 
ppewicaltdmpqmrmelerpggneitrggstsygtgsetesprnpssagswnsgssgpgst 
gs wnsgssgtgstgnqnpgsprpgstgtwnpgssergsaghwtsessvsgstgqwhsesgs 
frpdspgsgnarpnnpdwgsesgiftntkessshhpgiaefpsrgksssyskqftsstsyn 
rgdstfesksykmadeagseadhegthstkrghaksrpvrgihtsplgkpslsp 


Sequence comparison of the above protein sequences yields the following sequence 
relationships shown in Table 9B, 


Table 9B. Comparison of NOV9a against NOV9b and NOV9c. 

j Protein Sequence 

NOV9a Residues/ 
Match Residues 

Identities/ 

Similarities for the Matched Region 

|NOV9b 
i 

! 
1 

1..289 
1..289 

260/289 (89%) 
260/289 (89%) 
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NOV9c 

1 ..412 

318/412(77%) 

1 


1.386 

319/412(77%) 

! 
1 


Further analysis of the NOV9a protein yielded the following properties shown in 
Table 9C. 


Table 9C Protein Sequence Properties NOV9a 

PSort analysis: 

0.5087 probability located in outside; 0.1900 probability located in lysosome . 
(lumen); 0.1000 probability located in endoplasmic reticulum (membrane); 
0.1000 probability located in endoplasmic reticulum (lumen) 

SignalP analysis: 

Cleavage site between residues 20 and 21 


A search of the NOV9a protein against the Geneseq database, a proprietary database 
that contains sequences published in patents and patent publication, yielded several 
5 homologous proteins shown in Table 9D. 


Table 9D. Geneseq Results for NOV9a 

Geneseq 
Identifier 

Protein/Organism/Length 
[Patent #, Date] 

NOV9a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Region 

Expect 
Value 

AAR82244 

Human fibrinogen A-alpha 
chain protein - Homo sapiens. 
644 aa. [W09523S6S-AI, 08- 
SEP-1995] 

1..644 
1..644 

643/644 (99%) 
643/644 (99%) 

0.0 

AAR60020 j Fibronectin - Homo sapiens, 
i 643 aa. [WO9416085-A, 21- 
j JUL- 1994] 

1..644 1641/644(99%) 
1..643 1641/644(99%) 

I 

i 

0.0 
0.0 

AAY82891 

AIphaE subunit of human 
fibrinogen - Homo sapiens, 
847 aa. [WO200009562-A1, 
24-FEB-2000] 

20..641 
1..626 

615/626 (98%) 
616/626 (98%) 

AAR60019 

Tissue-binding hybrid protein 
- Homo sapiens, 1336 aa. 
[WO9416085-A,21-JUL- 
1994] 

210..644 
910.. 1336 

416/435(95%) 
417/435 (95%) 

0.0 

AAB54135 

Human pancreatic cancer 
antigen protein sequence SEQ 
ID NO:587 - Homo sapiens, 
360 aa. [WO200055320-A1, 
2I-SEP-2000] 

1 .307 
22..328 

301/307 (98%) 
301/307 (98%) 

e-176 


In a BLAST search of public sequence datbases, the NOV9a protein was found to 


have homology to the proteins shown in the BLASTP data in Table 9E. 
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Table 9E. Public BLASTP Results for NOV9a 

Protein 

Accession 

Number 

; NOV9a 

Protein/Organism/Length j Jj£j J' 8 ' 

i Residues 

Identities/ 
Similarities for the 
Matched Portion 

Expect 
Value 

FGHUA 

fibrinogen alpha chain 
precursor, short splice form 
[validated] - human. 644 aa. 

1..644 
1 ..644 

644/644(100%) 
644/644(100%) 

0.0 

P02671 

Fibrinogen alpha/alpha-E 
chain precursor [Contains: 
Fibrinopeptide A] - Homo 
sapiens (Human), 866 aa. 

1..641 
1..645 

634/645 (98%) 
635/645 (98%) 

0.0 

P02672 

i 

Fibrinogen alpha chain 
[Contains: Fibrinopeptide A] - 
Bos taunts (Bovine), 596 aa 
(fragment). 

20..644 
4..5P6 

375/633 (59%) 
442/633 (69%) 

0.0 

Q99K47 

t 

Fibrinogen A alpha 
polypeptide - Mus muscuhts 
(Mouse), 557 aa. 

1 ..634 
1..557 

371/637 (58%) 
436/637 (68%) 

0.0 

P06399 

Fibrinogen alpha/alpha-E 
chain precursor - Rattas 
norvegicus (Rat), 782 aa. 

1..626 
1..544 

359/629 (57%) 
428/629 (67%) 

0.0 


PFam analysis predicts that the NOV9a protein contains the domains shown in Table 

9F. 


Table 9F. Domain Analysis of NOV9a 


Pfam Domain j NOV9a Match Region 

| 


Identities/ 
Similarities 
for the Matched 
Region 


Expect Value 


Example 10. 

5 The NOV 10 clone was analyzed, and the nucleotide and encoded polypeptide 

sequences are shown in Table 10A. 

(Tabl e 10A. NQV IO Sequence Analysis ^ ... m 

Lri.._._ fsEQ IP NO: 37 " ^ {730 bp | \ 
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NOV 10a, 
CGI 37882-01 
DNA Sequence 


NOVlOa, 
CG137S82-01 
Protein Sequence 


•ATGCGAACACAAGTATATGAGGGGTTGTGTAAAAATTATTTTTCTCTTGCTGTACTACAA 
JAGAGATAGAATCAAACTGCTTTTTTTCGACATACTGGTTTTTCTTTCTGTTTTTCTTCTC 
tTTTCTTCTATTTCTTGTGGATATTATGGCTAATAACACAACAAGTTTAGGGAGTCCATGG 
CCAGAAAACTTTTGGGAGGACCTTATCATGTCCTTCACTGTATCCATGGCAATCGGGCTG 
GTACTTGGAGGATTTATTTGGGCTGTGTTCATTTGTCTGTCTCGAAGAAGAAGAGCCAGT 
i GCTCCCATCTCACAGTGGAGTTCAAGCAGGAGATCTAGGTCTTCTTACACCCACGGCCTC 
AACAGAACTGGATTTTACCGCCACAGTGGCTGTGAACGTCGAAGCAACCTCAGCCTGGCC 
AGTCTCACCTTCCAGCGACAAGCTTCCCTGGAACAAGCAAATTCCTTTCCAAGAAAATCA 
AGTTTCAGAGCTTCTACTTTCCATCCCTTTCTGCAATGTCCACCACTTCCTGTGGAAACT 
GAGAGTCAGCTGGTGACTCTCCCTTCTTCCAATATCTCTCCCACCATCAGCACTTCCCAC 
AGTCTGAGCCGTCCTGACTACTGGTCCAGTAACAGTCTTCGAGTGGGCCTTTCAACACCG 
CCCCCACCTGCCTATGAGTCCATCATCAAGGCATTCCCAGATTCCTG AGTAGGGTGGCTT 
TTGGTTTTTG 


jORF Start: ATG at 1 
•SEQ IDNO: 38 


[235 


aa 


j jORFStop^TGAat706^ 
' ImW at 26592 AkD 


MRTQVYEGLCKNYFSLAVLQRDRIKLLFFDILVFLSVFLLFLLFLVDIMANNTTSLGSPW 
PENFWEDLIMSFTVSMAIGLVLGGFIWAVFICLSRRRRASAPISQWSSSRRSRSSYTHGL 
NRTGFYRHSGCERRSNLSLASLTFQRQASLEQANSFPRKSSFRASTFHPFLQCPPLPVET 
iESQLVTLPSSNISPTISTSHSLSRPDYWS ^l^SIjRyGLS TP PPPAY ESIIKAFPDS 

SE^TdNO:39 j63pTp } " " ~ 


NOVlOb, 
CGI 37882-02 
DNA Sequence 


ATGCGAACACAAGTATATGAGGGGTTGTGTAAAAATTATTTTTCTCTTGCTGTACTACAA 
AGAGATAGAATCAAACTGCTTTTTTTCGACATACTGGTTTTTCTTTCTGTTTTTCTTCTC 
TTTCTTCTATTTCTTGTGGATATTATGGCTAATAACACAACAAGTTTAGGGAGTCCATGG 
CCAGAAAACTTTTGGGAGGACCTTATCATGTCCTTCACTGTATCCATGGCAATCGGGCTG 
GTTCTTGGAGGATTTATTTGGGCTGTGTTCATTTGTCTGTCTCGAAGAAGAAGAGCCAGT 
GCTCCCATCTCACAGTGGAGTTCAAGCAGGAGATCTAGGTCTTCTTACACCCACGGCCTC 
AACAGAACTGGATTTTACCGCCACAGTGGCTGTGAACGTCGAAGCAACCTCAGCCTGGCC 
AGTCTC AC CTTC C AGCG A CAAGCTT C CCTGG AAC AAGCAAATTC CT TTC C AATATCT CTC 
CCACCATCAGCACTTCCCACAGTCTGA GCCGTCCTGACTACTGGTCCAGTAACAGTCTTC 
GAGTGGGCCTTTCAACACCGCCCCCACCTGCCTATGAGTCCATCATCAAGGCATTCCCAG 


ATTCCTGAGTAGGGTGGCTTTTGGTTTTTG 


iORJF Start: ATG at 1 


jORF Stop: TGA at 505 


;SEQ TDJsfO: 40_ JlSSaa^ atJ914K9kD 

NOVlOb, MRTQVYEGLCKNYFSLAVLQRDRIKLLFFDIIiVFLSVFLLFLLFLVDIMANNTTSLGSPW 

CG137882-02 .penfwedlimsftvsmaiglvlggfiwavficlsrrrrasapisqwsssrrsrssythgl 

Protein Sequence jNRTGFYRHSGCERRSNLSLASLTFQRQASLEQANSFPISLPPSALPTV 


Sequence comparison of the above protein sequences yields the following sequence 
relationships shown in Table 10B. 


Table 10B. Comparison of NOVlOa against NOVlOb. 

1 

• CflflllflnM ! NOVlOa Residues/ 
Protein Sequence n _ A . _ . _ 

n \ Match Residues 

, - i 

Identities/ 

Similarities for the Matched Region 

NOVlOb j 1..157 
j 1..157 

125/157 (79%) 
125/157 (79%) 

Further analysis of the NOVlOa protein yielded the following properties shown in 

Table IOC. 


Table 10C. Protein Sequence Properties NOVlOa 
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pPSort analysis: j 0.6000 probability located in nucleus; 0.6000 probability located in plasma 

membrane; 0.4000 probability located in Golgi body; 0.3000 probability 
j ] located in endoplasmic reticulum (membrane) 

fsignalP analysis: j Cleavage site between residues 51 and 52 

A search of the NOV 10a protein against the Geneseq database, a proprietary 

database that contains sequences published in patents and patent publication, yielded several 

homologous proteins shown in Table 10D. 


Table 10D. Geneseq Results for NOVlOa 

Geneseq 
Identifier 

Protein/Organism/Length 
[Patent #, Date] 

NOVlOa 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for the 
Matched Region 

i 

Expect 
Value 

AAY59671 

i 

Secreted protein 108-006-5- 
0-C2-FL - Homo sapiens, 
187 aa. [WO9940189-A2, 
12-AUG-1999] 

49..235 
1..187 

187/187(100%) | 
187/187(100%) 

e-107 

A A Pft 1 7A7 

t 

Human gene 5 encoded 
secreted protein HHBCS39, 
SEQIDNO:119-//0/7?o 
sapiens, 1 66 aa. 
[WO200134767-A2, 17- 
MAY-2001] 

1..166 

166/166(100%) 


AAE01676 

Human gene 5 encoded 
secreted protein HHBCS39, 
SEQ ID NO:88 -//<?/;/<? 
sapiens. 1 66 aa. 
[WO200134767-A2,17- 
MAY-2001] 

70..235 
1..166 

166/166(100%) 
166/166(100%) 

le-92 

AAY65073 

Human 5' EST related 

polypeptide SEQ ID 

NO: 1234 - Homo sapiens, 59 

aa.[WO9953051-A2,21- 

OCT-1999] 

I..59 
1..59 

56/59 (94%) 
56/59 (94%) 

5e-24 

AAG01373 

Human secreted protein, 

SEQ ID NO: 5454 - Homo 

sapiens, 136 aa. 

[EP1 03340 1-A2,06-SEP- 

2000] 

49.. 184 
1.136 

49/137 (35%) 
57/137 (40%) 

7e-ll 

\ 

i 

; 


In a BLAST search of public sequence datbases, the NOVlOa protein was found to 


5 have homology to the proteins shown in the BLASTP data in Table 1 0E. 
I Table 10E. Public BLASTP Results for NOVlOa 
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Protein 

Accession 

Number 

Protein/Organism/Length 

NOVlOa 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for the , 
Matched Portion 

Expect 
Value 

AAM88S66 

— . — — — 

MTLC - Homo sapiens 
(Human), 235 aa. 

1..235 
1..235 

235/235 (100%) 
235/235 (100%) 

e-134 

Q9H763 

CDNA:FLJ21269fis, clone 
COLO 1 745 - Homo sapiens 
(Human), 235 aa. 

1..235 
1..235 

234/235 (99%) 
235/235 (99%) 

e-133 

(CAD39158 

Hypothetical protein - Homo 
sapiens (Human), 204 aa 
(fragment). 

32..235 
1..204 

204/204(100%) 
204/204(100%) 

e-115 

Q8TBE8 

Similar to RIKEN cDNA 
1 1 10020B04 gene - Homo 
sapiens (Human), 187 aa. 

49..235 
1..1S7 

186/187 (99%) 
186/187 (99%) 

e-105 

i 

i 

Q8R41 1 

MT-MC1 - Mus imiscithis 
(Mouse), 188 aa. 

49..235 
1..188 

160/188 (85%) 
173/188 (91%) 

4e-90 


PFam analysis predicts that the NOV 10a protein contains the domains shown in 
Table 10F. 


Table 10F. Domain Analysis of NOVlOa 

Pfam Domain 

NOVlOa Match Region 

Identities/ 
Similarities 
for the Matched 
Region 

Expect Value 

1 


Example 11. 


The NOV 11 clone was analyzed, and the nucleotide and encoded polypeptide 
5 sequences are shown in Table 1 1 A. 


Table llA.NOVll Sequence Analy sis 

]SEQlDNO:41 


NOV 11 a, 
CGI 37910-01 
DNA Sequence 


j?57bp r 


CATCATGCTATGGAAAAAATGGAAGAATTTGTTTGTAAGGTATGGGAAGGTCGGTGGCGA 


GTGATCCCTCATGATGTACTACCAGACTGGCTCAAGGATAATGACTTCCTCTTGCATGGA 
CACCGGCCTCCTATGCCTTCTTTCCGGGCCTGTTTTAAGAGCATTTTCAGAATACACACA 
GAAACAGGCAACATTTGGACACATCTCTTAGGTTGTGTATTCTTCCTGTGCCTGGGGATC 
1TTTTATATGTTTCGCCCAAATATCTCCTTTGTGGCCCCTCTGCAAGAGAAGGTGGTCTTT 
GGATTATTTTTCTTAGGAGCCATTCTCTGCCTTTCTTTTTCATGGCTCTTCCACACAGTC 
TACTGCCACTCAGAGGGGGTCTCTCGGCTCTTCTCTAAACTGGATTACTCTGGTATTGCT 
CTTCTGATTATGGGAAGTTTTGTTCCTTGGCTTTATTATTCTTTCTACTGTAATCCACAA 
CCTTGCTTCATCTACTTGATTGTCATCTGTGTGCTGGGCATTGCAGCCATTATAGTCTCC 
CAGTGGGACATGTTTGCCACCCCTCAGTATCGGGGAGTAAGAGCAGGAGTGTTTTTGGGC 
CTAGGCCTGAGTGGAATCATTCCTACCTTGCACTATGTCATCTCGGAGGGGTTCCTTAGG 
GCCGCCACCATAGGGCAGATAGGCTGGTTGATGCTGATGGCCAGCCTCTACATCACAGGA 
GCTGCCCTGTATGCTGCCCGGATCCCCGAACGCTTTTTCCCTGGCAAATGTGACATCTGG 
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TTTCACTCTCATCAGCTGTTTCATATCTTTGTGGTTGCTGGAGCTTTTGTTCACTTCCAT 
GGTGTCTCAAACCTCCAGGAGTTTCGTTTCATGATCGGCGGGGGCTGCAGTGAAGAGGAT 
GCACTGTGATACCTACCAGTCTCCAGGGACTATGACCCTAAACCAGGGCCTGCGGCA 


ORF Start: ATG at 1 0 ] pDRF Stop: TGA at 907 


SEQ ID NO: 42 \l99 aa |m W at 34 1 57.9kD 

jNOVlla, 
CG137910-01 
Protein Sequence 

J 

MEKMEEFVCKVWEGRWRVIPHDVLPDWLKDNDFLLHGHRPPMPSFRACFKSIFRIHTETG 
NI WTHLLGCVFFLCLGI F YMFRPN I S FVAPLQEKWFGLFFLGAI LCLSFS WLFHTVYCH 
SEGVSRLFSKLDYSGIALLIMGSFVPWLYYSFYCNPQPCFIYLIVICVLGIAAIIVSQVJD 
MFATPQYRGVRAGVFLGLGLSGI I PTLHYVISEGFLRAATIGQIGWLMLMASLYITGAAL 
YAARIPERFFPGKCDIWFHSHQLFHIFWAGAFVHFHGVSNLQEFRFMIGGGCSEEDAL 


Further analysis of the NOV I la protein yielded the following properties shown in 
Table I IB. 


Table 11B. Protein Sequence Properties NOVlla 


; PSort analysis: 


0.6000 probability located in plasma membrane; 0.4000 probability located in 
Golgi body; 0.3000 probability located in endoplasmic reticulum (membrane); 
0.3000 probability located in microbody (peroxisome) 


i SignalP analysis: j No Known Signal Sequence Predicted 

A search of the NOV1 la protein against the Geneseq database, a proprietary 
database that contains sequences published in patents and patent publication, yielded several 
homologous proteins shown in Table 1 IC. 


Table 11C. Geneseq Results for NOVlla 

Geneseq 
Identifier 

Protein/Organism/Length 
[Patent #, Date] 

NOVlla 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Region 

Expect 
Value 

AAM79290 

Human protein SEQ ID NO 
1 952 - Homo sapiens, 258 aa. 
[WO200157190-A2, 09- 
AUG-2001] 

42..299 
1..258 

256/258(99%) 
257/258 (99%) 

e-154 

ABB89913 

Human polypeptide SEQ ID 
NO 2289 - Homo sapiens, 
375 aa. [WO200190304-A2, 
29-NOV-2001] 

1 ..299 
11.315 

238/299 (79%) 
269/299 (89%) 

e-149 

AAB74699 

i 
i 

Human membrane associated 
protein MEMAP-5 - Homo 
sapiens, 375 aa. 
(WO200112662-A2,22- 
FEB-2001] 

______ _________ | 

1..299 
77..375 

238/299 (79%) 
269/299 (89%) 

e-149 
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j AAM79634 

— ~ — . — i — , — — — 

Human protein SEQ ID NO 
3280 - Homo sapiens, 379 aa. 
[WO200157190-A2, 09- 
AUG-2001] 

1..299 
81. .379 

238/299 (79%) 
269/299 (89%) 

e-!49 

'AAM7S650 
1 

Human protein SEQ ID NO 
1 3 12 - Homo sapiens, 375 aa. 
[WO200157190-A2, 09- 
AUG-2001] 

1..299 
77.375 

238/299 (79%) 
269/299 (89%) 

e-149 


In a BLAST search of public sequence datbases, the NOV I la protein was found to 


have homology to the proteins shown in the BLASTP data in Table 1 ID. 


; Table 11D. Public BLASTP Results for NOVlla 

9 ....... ...... 

| 

? Protein 
, Accession 
' Number 

Q9H737 

i 

Protein/Organism/Length 

NOVlln 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Portion 

Expect 
Value 

CDNA:FLJ21432fis, clone 
COL042 1 9 - Homo sapiens 
(Human), 258 aa. 

42.. 299 
1..258 

256/258 (99%) 
257/258 (99%) 

e-153 

Q91VH1 

I 

Hypothetical 42.4 kDa protein 
- Miis mitscuhis (Mouse), 375 
aa. 

1..299 1238/299(79%) 
77.375 ; 269/299 (89%) 
i 

e-149 
e-149 

Q96A54 

Similar to CGI-45 protein 
(Hypothetical 42.6 kDa 
protein) - Homo sapiens 
(Human), 375 aa. 

1..299 
77.375 

238/299 (79%) 
269/299 (89%) 

Q9Y360 

CGI-45 protein - Homo 
sapiens (Human), 370 aa. 

1..292 
77.368 

236/292 (80%) 
264/292 (89%) 

e-147 

Q9CZA0 

28 1 003 1 L 1 1 Rik protein - Mm 
mitscuhis (Mouse), 352 aa. 

1..276 
77.352 

211/276(76%) 
236/276 (85%) 

e-126 


PFam analysis predicts that the NOV1 la protein contains the domains shown in 
5 Table 1 1 E. 


[Table 11E. Domain Analysis of NOVlla 

! Pfam Domain 

I 

NOVlla Match Region 

Identities/ 
Similarities 

for the Matched Region 

Expect Value 

! UPF0073 

i 

43..280 

126/287 (44%) 
220/287 (77%) 

3.5e-125 
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Example 12. 


The NOV 12 clone was analyzed, and the nucleotide and encoded polypeptide 
sequences are shown in Table 1 2 A. 


Table 12A.NOV12 Sequence Analysis 


jSEQ ID NO: 43 


(714 bp 


iNOV12a, 
CG13S013-01 
DNA Sequence 


I taaccccagaacatctggcacctctaaccccagacatctggcacctctaaccccagacat 
ictggcacctctaaccccagacatgctgctgctgctgctgcccctgctctgggggagggag 


AGGGCGGAAGGACAGACAAGTAAACTGCTGACGATGCAGAGTTCCGTGACGGTGCAGGAA 
GGCCTGTGTGTCCATGTGCCCTGCTCCTTCTCCTACCCCTCGCATGGCTGGATTTACCCT 
GGCCCAGTAGTTCATGGCTACTGGTTCCGGGAAGGGGCCAATACAGACCAGGATGCTCCA 
GTGGCCACAAACAACCCAGCTCGGGCAGTGTGGGAGGAGACTCGGGACCGATTCCACCTC 
CTTGGGGACCCACATACCAAGAATTGCACCCTGAGCATCAGAGATGCCAGAAGAAGTGAT 
GCGGGGAGATACTTCTTTCGTATGGAGAAAGGAAGTATAAAATGGAATTATAAACATCAC 
CGGCTCTCTGTGAATGTGACAGCCTTGACC CACAGGCCCAACATCCTCATCCCAGGCACC 
CTGGAGTCCGGCTGCCCCCAGAATCTGACCCACTCCTCAGTGGGGGAAGGAGAGCTCCAG 
TATGCATCCCTCAGCTTCCAGATGGTGAAGCCTTGGGACTCACGGGGACAGGAGGCCACT 
GACACCGACTrACTCGGAGATCAAGATCCACAGATGA GAAACTGCAGAGACTCAC 


[ORF Start? ATG at 82 


TORF StopftGA at 694 


NOV 12a, 


ISE QID N O: 44 ;204 aa |M W at 2 3190.0kp 

(mLLLLLPL^WGRERAEG^^ 
CGI 3801 3-01 jWFREGANTDQDAPVATNNPARAVWEETRDRFHLLGDPHTKNCTLSIRDARRSDAGRYFFR 
Protein Sequence iMEKGSIKWNYKHHRLSVNVTALTHRPNILIPGTLESGCPQNLTHSSVGEGELQYASLSFQ 
5MVKPWDSRGQEATDTEYSEIKIHR ^ _ 

Further analysis of the NOV 12a protein yielded the following properties shown in 
5 Table 12B. 


; Table 12B. Protein Sequence Properties NOV12a 

r 

PSort analysis: 

i 

i 

0.4 1 70 probability located in lysosome (lumen); 0.3700 probability located in 
outside; 0.2303 probability located in microbody (peroxisome); 0.1000 
probability located in endoplasmic reticulum (membrane) 

SignalP analysis: 

Cleavage site between residues 18 and 19 


A search of the NOV 12a protein against the Geneseq database, a proprietary 
database that contains sequences published in patents and patent publication, yielded several 
homologous proteins shown in Table 12C. 


| Table 12C. Geneseq Results for NOV12a 




1— ■ -- - ----- 

[ Geneseq 
J Identifier 

i 

Protein/Organism/Length 
[Patent #, Date] 

NOV12a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Region 

Expect 
Value 
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AAM49113 

Human dendritic cell 
membrane protein Siglec-9 - 
Homo sapiens, 463 aa. 
[JP2001352977-A, 25-DEC- 
2001] 

1..165 
1-165 

164/165 (99%) 
164/165 (99%) 

5e-97 

!aAU87079 

i 

! 

Sialic acid-binding Ig-related 
lectin, Siglec-BMS-L5a - 
Homo sapiens, 463 aa. 
[WO200208257-A2,31- 
JAN-2002] 

I ..165 
1-165 

164/165 (99%) 
164/165 (99%) 

5e-97 

|AAB29186 

| 

j 

OB binding protein like 
protein #1 - Homo sapiens, 
444 aa. [WO200053747-AI, 
14-SEP-2000] 

1-165 
31. .195 

164/165 (99%) 
164/165 (99%) 

5e-97 

rAAB66137 

i 
i 

Protein of the invention #49 - 
Unidentified, 463 aa. 
[WO200078961-AL28- 
DEC-2000] 

1-165 
1-165 

\ 

164/165 (99%) 
164/165 (99%) 

5e-97 

AAB87568 

! 
i 

Human PRO 1302 - Homo 
sapiens, 463 aa. 
[WO200116318-A2, 08- 
MAR-2001] 

1..165 
1..165 

164/165 (99%) 
164/165 (99%) 

5e-97 


In a BLAST search of public sequence datbases, the NOV 12a protein was found to 


have homology to the proteins shown in the BLASTP data in Table 12D. 


1 Table 12D. Public BLASTP Results for NOV12a 


y 

j Protein 
Accession 
Number 

Protein/Organism/Length 

NOV12a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Portion 

Expect 
Value 

jAAF87223 

Sialic acid-binding 
immunoglobulin-like lectin-9 
- Homo sapiens (Human), 
463 aa. 

L.165 
1..165 

164/165 (99%) 
164/165(99%) 

le-96 

j Q9Y336 

i 

* 

j 

i 

OB binding protein-like 
protein (Sialic acid-binding 
lectin) - Homo sapiens 
(Human), 463 aa. 

1..165 
1..165 

164/165(99%) 
164/165 (99%) 

le-96 

1 Q9BYI9 

FOAP-9 - Homo sapiens 
(Human), 463 aa. 

1-165 
1-165 

163/165 (98%) 
164/165 (98%) 

4e-96 

1 Q9Y2S6 
1 

1 
1 

1 

QA79 membrane protein, 
allelic variant AIRM- IB 
precursor - Homo sapiens 
(Human), 467 aa. 

1-165 
2..169 

132/169 (78%) 
138/169 (81%) 

3e-68 
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Q9Y502 

QA79 membrane protein. 

i 1 ..140 

109/144 (75%) 

6e-55 



splice product AIRM-2 

S2..144 

115/144 (79%) 




precursor - Homo sapiens 

j 





(Human), 374 aa. 

i 





PFam analysis predicts that the NOV 12a protein contains the domains shown in 
Table 12E. 


Table 12E. Domain Analysis of NOV12a 


j Identities/ 


Pfam Domain 

n^r** , . « • 'Similarities 
NOV12a Match Reg.on j for ^ 

Expect Value 


) Region 




Example 13. 


The NOV 13 clone was analyzed, and the nucleotide and encoded polypeptide 
5 sequences are shown in Table 13 A. 


Table 13A. NOV13 Sequence Analysis 

NOV 13a, 
CGI 38074-01 
DNA Sequence 

SEQ ID NO: 45 Il240 bp ]_ 

GGTCACTACGTGCTCTGGCCCCTCCACCTCCTGGGTCAAAGCACCCAAGGCAGGGCTGAG 

GAGGTTGGGCCAGAACCGGTTGGCGGGCAGGTGGGCACATTGTCAGAGATGGCTATCAGC 

CTCCTCTCCCTTCTTTCTCTGTTGCAGCTGCCTTGGGGTGCGGTGCAGGGGTCCAGAGCC 
ATTTCGGACCTGTTACTACTGGGCCTCACAGGTGGCCTGACTCTGTTACTGCTCCTGACA 
CTGCTGGCCTTTGCCGGGTACTCAGGGCTGTTGGCTGGGGTGGCAGTGAGTGCCGGCTCA 
CCCCCCATCCGGCTCACCCCCCATCCCTACAAGTTCCATGTGGAGCCCTATGGTGAGACT 
GGGTGGCTTTTTCACCAGAGCTGCAGCATCTCCCCCAAGCTCTGCTCCATCGCTGTCCAC 
GTTCCTCTTGGCAAGTGCTGTTGTGTCCTGGGCAGCCTCCTGAGTGAAGGTGAGGAATCT 
CCCTCCCCTGAGCTCATCCACATCTACCAGAAATTTGACTTCAAGGCATTCTCCTTCCAG 
GCACCCAGCCACGTGGTGACAGCCACCTTCCCCTACACCACCATGCTGTCCATCTGGGTG 
GCTGCCTGCCATATCCATTCTGCCTTGGACACCTACATCAAGGGAACTGACATGATGAGT 
GACACGAGTTCTGGAAGCTTGGAGGTGAGGCCTGGTAGCGGGGAGACTTCATTTGGTACC 
GTGTCACCTGGGGAGAGCGGCCGCGGCTGGGAGGATGGTGACACCTGCAGTGAGTGCAGC 
TGCAGAGAGTCAGGTGCCAGCGGCTCCTCTTTTGAGGAGCTGGACCTGGAGGGTGAGGGG 
CCCTTGGAGGAACCACGGCTGGACCCTGAGACTGAGCCCCTGGGGGCTACCAAGTGGCCC 
TGAG AG CC C AGT ACC CTG AG AAGGG C AAGG AGT AAC C C ATG A C C AG C C C CCTC CTG CGGG 

GCAGGGCTGCGGAACCGAGCAGACTCTCCAGCCATCTTCCTCCTTCTTCTGGGGGCGAGG 

GGTTCCCAGGGGACGTAACTCCCCCTGCTCTAGGCCTCTTGTGAAGCCTTCTCCTCACTG 

TCCTTTAGGCTCCCAGGGCCAAAGCAGCCAAAGACTGTATCCTGCACCAGCCCTGTGGGC 

CGACACTCCTGTTGTATCTCTTTTTCAGACTGTCACTGGAGCTTCCAGGACCCAGAATAA 

AGCCAATGACTTACTTGTTTCAAAAAAAAAAAAAAAAAAG 


ORF Start: ATG at 1 09 | iORF Stop: TGA at 901 


SEQ ID NO: 46 [264 aa JMW at 28038.5kD^ 

NOV13a, 
CGI 38074-01 
Protein Sequence 

. . 

MAISLLSLLSLLQLPWGAVQGSRAISDLLLLGLTGGLTLLLLLTLLAFAGYSGLLAGVAV 
SAGSPPIRLTPHPYKFHVEPYGETGWLFHQSCSISPKLCSIAVHVPLGKCCCVLGSLLSE 
GEESPSPELIHIYQKFDFKAFS FQAPSHWTATFPYTTMLSIVfVAACHIHSALDTYIKGT 
DMMSDTSSGSLEVSPGSRETS FATVSPGESGRGWEDGDTCSECSCRESGASGSSFEELDL 
EGEGPLEEPRLDPETEPLGATKWP 
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Further analysis of the NOV 13a protein yielded the following properties shown in 
Table 13B. 


: Table 13B. Protein Sequence Properties NOV13a 

f > 1 1 — • ■ ■ * — *~ — " ' ' " 

PSort analysis: j 0.4600 probability located in plasma membrane; 0.1 197 probability located in 
j microbody (peroxisome); 0.1000 probability located in endoplasmic reticulum 
j (membrane); 0.1000 probability located in endoplasmic reticulum (lumen) 

SignalP analysis: j Cleavage site between residues 50 and 5 1 

A search of the NOV 13a protein against the Geneseq database, a proprietary 
database that contains sequences published in patents and patent publication, yielded several 
5 homologous proteins shown in Table 13C. 


j Table 13C. Geneseq Results for NOV13a 

Geneseq 
Identifier 

Protein/Orga n ism/Length 
[Patents, Date] 

NOV13a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Region 

Expect 
Value 

AAE06730 

Human CASB765 protein - 
Homo sapiens, 311 aa. 
[WO200157077-AK09- 
AUG-2001] 

25..264 
1..311 

208/318(65%) 
215/318(67%) 

e-100 

AAU81960 

Human PR0536 - Homo 
sapiens, 313 aa. 
[WO200109327-A2, 08- 
FEB-2001] 

25..263 
I. .301 

174/302 (57%) 
187/302 (61%) 

8e-79 

AAB65173 

Human PR0536 (UNQ337) 
protein sequence SEQ ID 
NO:97 - Homo sapiens, 3 1 3 
aa. [WO200073454-Al,07- 
DEC-2000] 

25..263 
1..301 

174/302 (57%) 
187/302(61%) 

8e-79 

AAB94830 

Human protein sequence 
SEQ ID NO: 15991 - Homo 
sapiens, 313 aa ; [EP1074617- 
A2 ? 07-FEB-2001] 

25..263 
1..301 

174/302(57%) 
187/302(61%) 

Se-79 

AAU12370 

i : 

i 

i 

i ~ 

Human PR0536 polypeptide 
sequence - Homo sapiens, 
313 aa. [WO2001 40466- A2, 
07-JUN-2001] 

25..263 
1..301 

174/302(57%) 
187/302(61%) 

Se-79 


In a BLAST search of public sequence datbases, the NOV 13a protein was found to 


have homology to the proteins shown in the BLASTP data in Table 13D. 
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; Table 13D. Public BLASTP Results for NOV13a 

J 1 
Protein ] 

Accession ■ Protein/Organism/Length 
Number \ 

NOV13a 
Residues/ 
Match 
Residues 

Identities/ 
Similarities for 
the Matched 
Portion 

Expect 
Value 

Q99LS5 

Similar to putative secreted 
protein (Unknown) (Protein 
for MGC:7091)-Mw 
muscuhis (Mouse), 309 aa. 

27..2S9 
3. .296 

173/294 (58%) 
188/294 (63%) 

2e-81 

Q9D7D9 

Adult male tongue cDNA, 
RIKEN full-length enriched 
library, clone:2310012P03, 
full insert sequence - Mus 
muscuhis (Mouse), 309 aa. 

27..2S9 
3..296 

■ 

172/294 (58%) 
187/294 (63%) 

le-80 

Q9Y6I9 

Putative secreted protein 
ZSIG1 1 precursor - Homo 
sapiens (Human), 313 aa. 

25. .263 
1..301 

174/302 (57%) 
187/302 (61%) 

2e-78 

CAC25002 

Sequence 46 from Patent 
WO01 00806 precursor - 
Homo sapiens (Human), 312 
aa. 

25..263 
1..300 

f 173/302 (57%) 
186/302 (61%) 

2e-76 

Q9UKD7 

L _ _ 

Hypothetical 9.7 kDa protein 
- Homo sapiens (Human), 93 

183 ..263 
1-81 

67/81 (82%) 
69/81(84%) 

4e-30 


PFam analysis predicts that the NOV 13a protein contains the domains shown in 


Table 13E. 

r — — — — * «*-■' 

t Table 13E. Domain Analysis of NOV13a 


1 

1 Pfam Domain 

NOV13a Match Region 

Identities/ 
Similarities 
for the Matched 
Region 

Expect Value 



Example 14. 


The NOV 14 clone was analyzed, and the nucleotide and encoded polypeptide 
5 sequences are shown in Table 1 4 A. 


Table 14A. NOV14 Sequence Analysis 


SEQIDNO:47 |843 bp j 

NOvT4aT 
CG138573-01 
DNA Sequence 

GGGGTGGAGTGGGGTGTCATTTCCATCAAGTGTGCAGCATGGGTCTCTCTGTAGCAGGCC 

ATGGCATGCTGGTGGCCGCTCCTGCTAGAGCTGTGGACAGTCATGCCCACCTGGGCTGGG 
GACGAGCTGCTCAACATCTGCATGAATGCCAAACACCACAAGAGAGTGCCCAGCCCAGAA 
GACAAGCTCTATGAGGAGTGCATCCCCTGGAAGGACAATGCCTGCTGCACCCTCACGACA 
AGCTGGGAAGCCCATCTGGATGTATCCCCACTCTACAACTTCAGCCTGTTTCACTGTGGA 
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